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cosmetic composition for the treatment, prophylaxis and/or diagnosis of a condition caused by or involving a melanin-concentrating 
hormone. The invention also relates to novel quinoline compounds per se. The quinoline compounds have been found to interact with 
a melanin-concentrating hormone receptor, a MCH receptor. The compounds have modulating activity on the MCH receptor such 
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QUINOLINE COMPOUNDS FOR USE IN MCH RECEPTOR RELATED DISORDERS 
Field of the invention 

The present invention relates to the use of quinoline compounds for the preparation of 
a pharmaceutical and/or a cosmetic composition for the treatment, prophylaxis and/or 
diagnosis of a condition caused by or involving a melanin-concentrating hormone. The 
invention also relates to novel quinoline compounds perse. The quinoline compounds 
have been found to interact with a melanin-concentrating hormone receptor, a MCH 
receptor. The compounds have modulating activity on the MCH receptor such as e.g. 
antagonistic, agonistic or allosteric activity and are useful for medicinal or cosmetic 
purposes such as, e.g. in the treatment or prevention of feeding disorders like obesity, 
metabolic syndrome, Type II diabetes, bulimia etc. or in the treatment or prevention of 
depression. 

The invention also relates to therapeutic and/or prophylactic use of the compounds, to 
novel compounds and to processes for the preparation of the novel compounds, to 
pharmaceutical compositions comprising the compounds, to the manufacture of such 
compositions and to methods for the treatment and/or prevention of MCH receptor 
related disorders. 

The invention is characterised by compounds with favourable physicochemical 
features, which are of importance for manufacturing of pharmaceutical preparations 
and for providing efficient delivery of the drug to the target organ. The favourable 
properties include a sufficient aqueous solubility of the compounds provided by a basic 
aliphatic nitrogen. 

Additionally, the invention relates to a group of compounds displaying a reduced 
propensity to block HERG channels and accordingly are less likely to induce prolonged 
QT interval on the EGG that is associated with tachyarrhythmias known as ventricular 
tachycardia, torsades de pointes ventricular tachycardia, and ventricular fibrillation, 
which could lead to sudden death. The problem of medication-induced long QT 
syndrome is a significant issue to the pharmaceutical industry. (Molecular and Cellular 
Mechanisms of Cardiac Arrhythmias, Mark T. Keating and Michael C. Sanguinetti 
(2001) Cell, Vol. 104, 569-580). 
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Melanin-concentrating hormone (MCH) is a cyclic peptide that originally was isolated 
from salmoid pituitaries. In the fish, the 17 amino acid peptide causes aggregation of 
melanin and inhibits the release of ACTH. Mammalian MCH (19 amino acids) is highly 
conserved between rat, mouse and human exhibiting 100% amino acid identity. In the 
last decades there has been increasing activity in the research in the physiologic roles 
of MCH. It has been reported that MCH is involved in the feeding or body weight 
regulation, in energy balance, in response to stress, in water balance, in energy 
metabolism, in the general arousal/attention state, memory and cognitive functions and 
in psychiatric disorders. The biological effects of MCH are believed to be mediated by 
specific MCH receptors, and the MCH1 and MCH2 receptors have been described. 
Antagonists of MCH receptor (e.g. MCH1 receptor) may be suitable for use as obesity 
or weight reducing agents and they are also believed to have antidepressant and/or 
anxiolytic properties. 

The present invention provides novel compounds as well as novel use of compounds 
that have been found to possess MCH modulating activity, i.e. antagonistic, inverse 
agonistic/negative antagonism, allosteric modulator, partial agonist or agonistic action. 

Detailed description of the invention 

The term "alkenyl" is intended to indicate an unsaturated alkyl group having one or 
more double bonds and containing from 2-10 carbon atoms, such as e.g. 2-8, 2-6 or 2- 
4 carbon atoms. 

The term "alkynyl" is intended to indicate an unsaturated alkyl group having one or 
more triple bonds and containing from 2-10 carbon atoms, such as e.g. 2-8, 2-6 or 2-4 
carbon atoms. 

The term "alkyl" or "Alk" is intended to denote a cyclic or acyclic, branched or non- 
branched, saturated alkyl group of 1-10 carbon atoms, such as e.g. 1-8, 1-6 or 1-4 
carbon atoms. 

The term "cycloalkyl" is intended to denote a cyclic, saturated alkyl group of 3-7 carbon 
atoms. 
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The term "cycloalkenyl" is intended to denote a cyclic, unsaturated alkyl group of 5-7 
carbon atoms having one or more double bonds. 

The term "alkoxy" is intended to indicate the group alkyl-O-. 

The term "aryl" is intended to denote an aromatic (unsaturated), typically 6-membered, 
ring, which may be a single ring (e.g. phenyl) or fused with other 5- or 6-membered 
rings (e.g. naphthyl or indole). 

The term "heteroaryl" is intended to denote an aromatic (unsaturated), 5- or 6-mem- 
bered, ring, which may be a single ring (e.g. pyridyl) or fused with other 5- or 6- 
membered rings (e.g. quinoline or indole). 

The term "heterocyclyl" is intended to indicate a cyclic unsaturated (heteroalkenyl), 
aromatic ("heteroaryl") or saturated ("heterocycloalkyl") group comprising at least one 
heteroatom. 

The present invention relates to the use of a compound with the following structure 
(Formula 1a) 




wherein the quinoline moiety may contain more than one nitrogen atom such as, e.g. 2 
or 3 nitrogen atoms, 

and wherein -A- is a linker, which is selected from the group consisting of 
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R7 



in which B is defined below, and, wherein the linker may be attached via either of the 
two free bonds to the B group; 

and Y being CHR7, O, S, NR7; 

and R7 is the same or different and is hydrogen or a straight or branched Ci-C 4 alkyl or 
alkenyl group; R7 can be linked direct or via hetero atoms to B or the quinoline ring 
system when chemically feasible; 

and X being nitrogen, carbon, oxygen or sulphur and X being restricted to nitrogen or 
carbon when X linked to R2 as indicated in formula la; 

B is an aryl or heteroaryl group such as, e.g. phenyl, pyridine, pyrimidine, pyrazine, 
thiophene, oxazole, isothiazole, pyrazole, pyrrole, imidazole, indole, benzimidazole, 
quinoline, isoquinoline, furan, benzofuran, benzothiophene, benzothiazole, indazole, 
thiazole, isoxazole, oxadiazole, indan; 

R1 and R2 are the same or different selected from hydrogen, straight or branched 
alkyl, alkenyl or alkynyl groups with 1-6 carbon atoms; cycloalkyl groups with 3-7 
carbons; alkylcycloalkyl with 4-8 carbons atoms; alkylaryl groups such as benzyl, 2- 
ethylphenyl, 3-propylphenyl; alkylheteroaryi groups; the alkyl, aryl and heteroaryl 
groups may be substituted with substituents such as Alk-CONH-, Alk-O-, HO-, NC-, 
AlkNH-, Alk 2 N-, -CONH 2 , -CONHAlk, -CONAIk 2 , or the aryl and heteroaryl groups fused 
with moieties such as -0-CH 2 -0-, -N=CH-NH-, -0-CH=N-; R2 may be further 
substituted with one or more R4 groups in any position; 
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R4 is the same or different and is hydrogen or a straight or branched d-C 4 alkyl group; 
and may be substituted with one or two C1-C4 alkyl groups; 

R3 may be selected from hydrogen, alkyl, alkenyl or alkynyl groups, halogen atoms, 
alkoxy groups (AlkO-), hydroxy, alkylamino groups (AlkNH-), dialkylamino groups 
(Alk 2 N-), hydroxylalkyl groups, carboxamido groups (-CONH 2 , -CONHAlk, -CONAIk 2 ), 
acylamido groups (-NHCO-Alk), acyl groups (-CO-Alk), -CHO, nitrlle, -SCH 3 , partially or 
fully fluorinated alkyl, alkoxy or thioalkoxy groups such as -CH 2 CF 3 , -CF 2 CF 3 , -CF 3 , - 
OCF 3 , -SCF 3 ; -S0 2 NH 2 , -S0 2 NHAIk, -S0 2 NAIk 2 , -S0 2 Alk; 

R1, R2, R3 or R4 may optionally be linked to each other, or to the carbon chain linking 
the two nitrogen atoms, when possible; and O or NR1 may be inserted in the chain or 
ring in a chemically stable position; R4 may optionally be linked to X; 

R5 is hydrogen, halogen atoms, alkyl, alkenyl or alkynyl groups, cycloalkyl groups with 
3-7 carbons, aryl groups (Ar), heteroaryl groups, heterocyclyl groups, alkylcycloalkyl 
groups, alkylaryl groups, alkylheterocyclyl groups, alkylheteroaryl groups, arylalkoxy 
groups (e.g. ArCH 2 0-), aryloxy groups (ArO-), arylamino groups (Ar-NR7-, ArNH-), 
arylalkylamino groups (ArAlkNH-, ArAlkNR7-, ArCH 2 NR7-, ArCH 2 NH-), alkoxy groups 
(AlkO-), alkylamino groups (AlkNH-), dialkylamino groups (Alk 2 N-), -CONH 2 , - 
CONHAlk, -CONHAr -CONAIk 2 , -NHCO-Alk, -NHCO-Ar, -CO-Alk, -CO-Ar, -CF 2 -Ar, - 
N(CF 3 ) 2 , -SCH 3 , partially or fully fluorinated alkyl, alkoxy or thioalkoxy groups such as - 
CH 2 CF 3 , -CF 2 CF 3 , -CF 3 , -OCF 3 , -SCF 3 ; 

optionally, one or more R5 may be present on B; and 

n is 0, 1 , 2 or 3 with the proviso that 
when n is 0 or 1 then X is C and 
when n is 2 or 3, then X is C, O, S or N 

for the preparation of a pharmaceutical composition for the treatment, prophylaxis 
and/or diagnosis of a condition caused by or involving a melanin-concentration 
hormone. 
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The structure of the compounds according to the invention may vary within the scope 
defined above. This variation may occur at different parts of the molecule, and certain 
structures are of higher interest than others. In the following are given structural 
variations which describe the scope of the invention more clearly and define those 
compounds which are of most interest in the uses or methods described herein. 

According to one embodiment, the nitrogen-containing chain may have the structure: 




R4 

wherein X, R1, R2, R4 and n are as defined above. 
Additionally, the nitrogen-containing chain may have the structure: 




R4 



while the quinoline moiety has one of the following structures: 
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wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined above. 

In a particular aspect, a cyclic group is formed between R2 and the nitrogen in the 2- 
position of the quinoline ring, giving a ring system with both nitrogen atoms endo to the 
ring. Therefore, the invention relates to use of a compound as described above, 
wherein the nitrogen-containing chain has the structure: 




R4 

wherein X, R1 , R2, R4 and n are as defined above. 

Combinations of certain sub-structures give compounds which have the desired 
properties (i.e. interaction with an MCH receptor). Therefore, the invention relates to 
use as described herein, wherein the nitrogen-containing chain has the structure: 




R4 



and the quinoline moiety has one of the following structures: 
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R3 



wherein X, A, B, R1, R2, R3, R4, R5, R7, Y and n are as defined above. 

The size of the ring on the Eastern portion of the molecule is important, and it has been 
discovered that compounds in which the chain length is 2 are of particular interest. 
Therefore, as a development of the above structure, the invention also relates to use of 
a compound as described above, wherein the nitrogen-containing chain has the 
structure: 




R4 

wherein X, R1 , R2 and R4 are as defined above. 

As before, combinations may be made of Eastern portions and quinoline moieties, so 
that the invention relates to use of a compound as previously described, wherein the 
nitrogen-containing chain has the structure: 
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wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined above. 

As a development of this, it has been found that 6-membered rings are of particular 
interest on the Eastern portions. Therefore, the nitrogen-containing chain may have 
the structure: 
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R4 



wherein X, R1 and R4 are as defined above. 

Again, combining this feature with the quinoline moieties means that the nitrogen- 
containing chain may have the structure: 




R4 



and the quinoline moiety may have one of the following structures: 
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R3 

wherein X, A, B, R1 , R2, R3, R4, R5, R7, Y and n are as defined above. 



As well as being cyclic, the Eastern portion may contain bridged moieties, which are 
comprised of combinations of R1, R2 and R4. Therefore, in one embodiment of the 
present invention, the nitrogen-containing chain has the structure: 




wherein X, R1 and R4 are as defined above and m is 1 or 2. 



Accordingly, combination of this feature with the quinoline moieties allows the nitrogen- 
containing chain to have the structure: 




and the quinoline moiety to have one of the following structures: 




R3 R3 




As an alternative to the cyclic structures described above, a ring may be formed 
between R4 and the nitrogen which is bound to the 2-position of the quinoline, giving a 
structure in which one N atom is exo to the ring. In this form, the nitrogen-containing 
chain may have the structure: 




wherein X, R1 , R2, R4 and n are as defined above. 



Such sub-structures can also be combined with specific quinoline systems to give 
compounds with the most interesting properties. Therefore, the invention relates to use 
of a compound, wherein the nitrogen-containing chain has the structure: 



R1 



R2 



and the quinoline moiety has one of the following structures: 

t 
i 

r . CXX 

R3 -A"^^N^R3 
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CO'""' 

R3 





il 

N 



-A' N 




R3 



wherein X, A, B, R1 , R2, R3, R4, R5, R7, Y and n are as defined above. 



As previously, the ring may take various sizes, but it has been found that the presence 
of two R4 groups gives compounds with the most interesting properties. Hence, the 
nitrogen-containing chain may have the structure: 



? 1 



^R2 



wherein X, R1 , R2 and R4 are as defined above. 



Combinations of this sub-structure with certain quinoline moieties means that the 
nitrogen-containing chain may have the structure: 



~R2 



R4 
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and the quinoline moiety may have one of the following structures: 




R3 



wherein X, A, B, R1, R2, R3, R4, R5, R7, Y and n are as defined above. 

As before, the cyclic sub-structure may also be bridged. Interesting nitrogen-containing 
10 chains according to the invention have the structure: 




R4 



wherein X, R1 , R2 and R4 are as defined above and m is 1 or 2. 

Combinations of this sub-structure with certain quinoline moieties means that the 
15 nitrogen-containing chain may have the structure: 
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R4 

and the quinoline moiety may have one of the following structures: 




R3 

wherein X, A, B, Rl, R2, R3, R4, R5, R7, Y and n are as defined above and m is 1 or 
2. 

As previously, it is particularly of interest when the nitrogen-containing chain (Eastern 
portion) contains a 6-membered ring. Therefore, the invention relates to use of a 
compound as described above, wherein the nitrogen-containing chain has the 
structure: 
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R4 R1 

R4 Y^y' R2 

R4 

wherein X, R1 , R2 and R4 are as defined above. 



This sub-structure can also be combined with the quinoline moieties of interest. 
Therefore, the invention relates to use as described herein, wherein the nitrogen- 
containing chain has the structure: 

R4 R1 




and the quinoline moiety has one of the following structures: 





X 



N R3 




-A' 





"A'' N 




R3 



N 




R3 
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wherein X, A, B, R1, R2, R3, R4, R5, R7, Y and n are as defined above. 



As well as variations in the Eastern portion, it is also of interest to vary the linker A. In 
a particular embodiment, the invention relates to use of a compound as described 
above, wherein A is selected from the group consisting of: 




R7 R7 R7 R7 



Combinations can be made between the linker A and other parts of the molecule. For 
example, A may have the structure 




R7 R7 

while the nitrogen-containing chain has the structure: 




R4 

where X, R1 , R2, R4, R7 and n are as defined above. 

Interesting combinations of A, the Eastern portion and the quinoline moiety may be 
made. Examples of these are the instances where the compound has one of the 
following structures: 




R7 R7 R3 
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5 R7 R7 

wherein X, B, R1, R2, R3, R4, R5, R7 and n are as defined above. 

In a further limitation, the compounds according to the invention may have one of the 
10 following structures: 




R7 R7 R3 



WO 2004/052370 PCT/DK2003/000857 

20 




R7 R7 



wherein B, R1, R2, R3, R4, R5 and R7 are as defined above. 

An alternative combination of sub-structures is that where A has the structure 




R7 R7 

and the nitrogen-containing chain has the structure: 




R4 

where X, R1 , R2, R4, R7, n, and Y are as defined above. 



Combinations of this linker A with quinoline moieties and Eastern portions of interest 
give compounds with one of the following structures: 
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R7 R7 



5 wherein X, B, R1 , R2, R3, R4, R5, R7, Y and n are as defined above. 

In a particular embodiment of interest, the compound may have one of the following 
structures: 




10 R7 R7 R3 

wherein B, R1, R2, R3, R4, R5, Y and R7 are as defined above. 

An alternative combination of a particular A with a particular Eastern portion is that in 
1 5 which A has the structure 




R7 R7 
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and the nitrogen-containing chain has the structure: 
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where X, R1, R2, R4, R7, n, and Y are as defined above. 

5 

According to this combination, compound according to the invention may have one of 
the following structures: 



10 




R7 R7 R3 
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wherein X, B, R1 , R2, R3, R4, R5, R7 and n are as defined above. 
More precisely, the compound may have one of the following structures: 




R7 R7 R3 
wherein X, B, R1, R2, R3, R4, R5 and R7 are as defined above. 

The linker A may alternatively have the structure 




R7 R7 

while the nitrogen-containing chain has the structure: 




In this case, the compounds of the invention may have one of the following structures: 
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wherein X, B, R1, R2, R3, R4, R5, R7, Y and n are as defined above. 
10 More precisely, the compound may have one of the following structures: 
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wherein B, R1, R2, R3, R4, R5, R7 and Y are as defined above. 

5 

Variations in the structure of Formula 1a lead to different effects on the MCH receptor. 
In particular, it is of interest when X is nitrogen. Groups R1-R7, Y and B may also be 
varied to provide a compound which has a desired effect. In all of the above 
structures, those of particular interest are obtained when R3 is methyl. Another 
10 interesting variation is that when R7 if hydrogen. Alternatively, R4 may be hydrogen. 



As regards R1 , it may be hydrogen or a lower straight, branched or cyclic alkyl group 
with 1-6 carbon atoms such as, e.g., methyl, ethyl, propyl, butyl, isopropyl, isobutyl, 
15 cyclopentyl, which may be substituted with OH. Alternatively R1 may be hydrogen, 

methyl, ethyl, propyl, iso-propyl, butyl, iso-butyl, sec-butyl, tert-butyl or 2-hydroxyethyl. 
more precisely, R1 may be methyl, ethyl or 2-hydroxyethyl. 

An interesting variation with regard to Y is oxygen. In addition, B may be phenyl or 
20 pyridine. 

The R5 substituent may be selected from a fairly broad range. In one interesting 
embodiment, R5 is halogen atoms, alkyl or alkenyl groups, cycloalkyl groups with 3-7 
carbons, heterocyclyl groups, alkylcycloalkyl groups, alkoxy groups (AlkO), alkylamino 
25 groups (AlkNH-), dialkylamino groups (Alk 2 N-), -CONHAlk, -CONAIk 2 , -NHCO-Alk, - 
CO-Alk, -N(CF 3 ) 2> -SCH 3 , partially or fully fluorinated alkyl, alkoxy or thioalkoxy groups 
such as -CH 2 CF 3 , -CF2CF3, -CF 3 , ~OCF 3 , -SCF 3 . Additionally, R5 may be halogen 
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atoms, alkyl groups, -SCH 3 , partially or fully fluorinated alkyl, alkoxy or thioalkoxy 
groups such as -CH 2 CF 3 , -CF 2 CF 3 , -CF 3> -OCF 3 , -SCF 3 . 

The invention also relates to those novel compounds perse, which have the structures 
described above, as well as the limitations described above. Particular novel 
compounds are those in which the quinoline moiety contains more than one nitrogen 
atom, such as e.g. 2 or 3 nitrogen atoms. Such novel compounds are to be used in the 
same methods, applications and treatments as the described compounds. Other 
interesting embodiments appear from the appended claims. 

Synthetic routes 

Compounds according to the above-mentioned structures may be commercially 
available or may be prepared along the lines outlined below. 

Compounds of formula I are preferably made by connecting an appropriately 
functionalised (A") quinoline moiety III with a suitably functionalised (A') aryl moiety II 
using well-known synthetic routes according to the following general scheme: 




(1) 
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For example, urea bonds -A- can be formed by reaction of II having A' as isocyanate 
with III having A" equal to NH-R7 using appropriate catalysis by base or acid. The 
reverse use of III having A" as isocyanate with II having A' equal to NH-R7 can also be 
applied. Analogously, carbamates can for example be made by reaction of II having A' 
as isocyanate with III having A" equal to OH or the reverse use of OH and isocyanate 
in A' and A". 



Preparation of amide and sulphonamide bonds 




in the connecting A-linkage can be made via reaction of A" in compound III being NH- 
R7 with activated forms, e.g. acid chlorides or active esters, of A' in compound II being 
COOH or S0 2 OH. Alternatively, the conversion can be made directly with the acids 
having A' as COOH using suitable coupling reagents such as dicyclohexylcarbodiimide 
(DCC), and promoters such as 1-hydroxybenzotriazole. The reverse use of A' and A" 
in II and III can be applied as well to form the linker in the opposite direction. 

Formation of the connecting A-linkage to form 




bonds in either direction between B and the quinoline can be made by N-, O- or S- 
alkylations of compound II with A' being OH, NH-R7, or SH with compound III with A" 
being a CH 2 -Lg wherein Lg being a suitable leaving group such as halogen (CI, Br, I), 
tosyl or mesyl using appropriate catalysts and conditions, or by a Mitsunobu reaction 
with Lg being OH. The alkene linkage can be made by a Wittig reaction with compound 
II with A' being CHO and compound III with A" being CH 2 -PPh 3 . The reverse use of A' 
and A" in II and III can be applied as well to form the linker in the opposite direction. 

Formation of the connecting A-linkage to form 
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R7 



R7 



R7 



R7 



bonds in either direction between B and the quinoline can be made by N-, O- or S- 
alkylations of compound II with A' being OH, NH-R7, or SH with compound III with A" 
being a -NR7-CO-CHR7-Lg or -NR7-S0 2 -CHR7-Lg wherein Lg being a suitable 
leaving group such as halogen (CI, Br, I), tosyl or mesyl using appropriate catalysts and 
conditions, or by a Mitsunobu reaction with Lg being OH. The alkene linkage can be 
made by a Horner-Emmons-Wadsworth reaction with compound II with A' being CHO. 
The reverse use of A' and A" in II and III can be applied as well to form the linker in 
the opposite direction. 

The 5-membered heterocyclic linkers 



can be made according to standard cyclisation procedures using appropriate solvents, 
catalysts and temperatures. For example, formation of 1 ,2,4-triazole can be made from 
II with A' being acylhydrazide with III with A" being amide or thioamide or the reverse 
orientation of A' and A". 1 ,2,4-Oxadiazole can be formed from II with A' being 
amidoxime with III with A" being carboxylic ester or the reverse orientation of A' and 
A". 1,3,4-Oxadiazole can be formed from II with A' being acylhydrazide with III with A" 
being carboxylic ester or the reverse orientation of A' and A". 




H 




(ii) 



Aromatic substituents R3, R5 and R6 are preferably introduced prior to formation of the 
A- or B-linkage either direct or via a masked functionality that is compatible with the 
subsequent synthetic steps. 
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Compounds of formula I can also be made by reacting a quinoline with a leaving group 
in the 2-position (IV) with a nucleophilic or activated fragment (V), e.g. in an aromatic 
nucleophilic substitution or a metal catalyzed coupling reaction. 




R2 



R4 



"R1 



(IV) 



(V) 




Alternatively, compounds of formula I can be made by N-alkylation of compounds of 
formula I having R1 or R2 being hydrogen using well-known synthetic routes such as 
reductive alkylation or alkylation with alkyl halides in case the functionalisation of the 
10 molecule is compatible with this type of reactions. For example amines VI can be 
reacted with reagents R1-Lg wherein Lg being a leaving group according to the 
following general scheme: 




Examples of specific synthetic methods 

Thus, compound I having NHCON-R7 as linker A with R7 defined as hydrogen or lower 
alkyl or alkenyl group, can be produced, for instance, by the following urea reaction, or 
20 by the corresponding inverse reaction, analogous to formation of the thiourea below. 




Compounds of formula I containing thioureas can be made from reactions of 
thioisocyanates with amines, analogous to the metods exemplified for ureas. 




R7 R7 



Compound Ma and compound Ilia are reacted in an inert solvent in accordance with 
standard procedures. Typically, inert solvents can be ether solvents, halogenated 
hydrocarbon solvents, nitrile solvents, aromatic solvents and amide solvents. Reaction 
10 temperature is usually room temperature and the reaction time is 2 hours to 1 day. 

Compound Ma can be produced from the corresponding carboxylic acid. For instance, 
4-phenoxyphenylisocyanate can be produced in accordance with methods such as 
described in "Comprehensive Organic Transformation", 2 nd Edition (Wiley); R.C. 
1 5 Larock. 



Compound I having NAIk~CO-NR7 as linker A with R7 defined as hydrogen or lower 
alkyl or alkenyl group, can be produced, for instance, by the following urea reaction. 
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Compound Ilia and 1 equivalent of compound Mb are reacted in an inert solvent, 
5 usually in the presence of an excess of a base in accordance with known procedures 
(e.g. WO 9205174; J.Med.Chem. 43(20), 3653-3664, 2000). Suitable inert solvents can 
be ether solvents, halogenated hydrocarbon solvents, nitrile solvents, aromatic 
solvents and amide solvents. As a base can be used for instance triethylamine, 
diisopropylethylamine and sodium carbonate. Typically, the reaction temperature is 0 
10 °C to room temperature and the reaction time is 1 hour to 1 day. 

Compound I having CON-R7 as linker A with R7 defined as hydrogen or lower alkyl or 
alkenyl group, can be produced by the following amidation reaction. 




R7 

15 

The amide bonds are formed by reacting a suitably activated carboxylic acid Me (acid 
chloride, mixed anhydrides, esters with phenol bearing electron withdrawing 
substituents, 1-hydroxybenzotriazole, N-hydroxysuccinimide, 2-hydroxy pyridine) with 
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anilines Ilia in an inert solvent. As inert solvents can be used ether solvents, amide 
solvents and halogenated hydrocarbon solvents. If required the reaction is performed in 
the presence of a base. Suitable bases that can be used are triethylamine, 
diiisopropylethylamine, pyridine, 4-dimethylaminopyridine (DMAP) and sodium 
carbonate. The reaction temperature is usually between 0°C to 30°C and reaction time 
is 1 hour to 1 day. 

The coupling can also be performed directly from lie using suitable coupling reagents 
such as dicyclohexylcarbodiimide (DCC), 1-(3-dimethylaminopropyl)-3-ethyl- 
cabodiimide (EDCI), N-ethoxycarbonyl-2-ethoxy-1,2-dihydroquinoline (EEDQ) 
preferably in presence of promoting agents capable of forming an active ester such as 
1-hydroxybenzotriazole, N-hydroxysuccinimide, 2-hydroxypyridine in an inert solvent. 
As inert solvents can be used ether solvents, amide solvents and halogenated 
hydrocarbon solvents. If required the reaction is performed in the presence of a base. 
Suitable bases that can be used are triethylamine, diiisopropylethylamine, pyridine, N- 
ethyldiisopropylamine, and 4-methylmorpholine. The reaction temperature is usually 
between 0°C to 30°C and reaction time is 1 hour to 1 day. 

Analogously, a sulphonamide group, as the connecting A-linkage to form 




bonds can be made via the corresponding reaction of Ar-NH-R7 (Ilia) with activated 
forms of sulphonic acids, such sulphonyl chlorides, in the presence of base. 

Compound I having 1,2,4-oxadiazole (X=Q) or 1 ,2,4-triazole (X=NH) heterocyclic rings 
as linker A can be produced, for instance, by the following cyclodehydratation reaction. 




The ring closure is done in an inert solvent with or without the presence of a suitable 
base or acid (e.g. N-tetrabutyl ammonium fluoride, sodium hydride, sodium ethoxide or 
5 polyphosphoric acid) in accordance with standard methods such as described in 
Tetrahedron Lett. 42, 1441-1443, 2001; Tetrahedron Lett. 42, 1495-1498, 2001. 
Suitable, inert solvents can be ether solvents, amide solvents and aromatic solvents. 
The reaction temperature is usually room temperature to 100°C and the reaction time is 
1 hour to 3 days. 

10 

The intermediate can be produced by reaction of an activated derivative of compound 
lid with 1 equivalent of compound lllc in an inert solvent in the presence of a base. As 
inert solvents can be used ether solvents, amide solvents and halogenated 
hydrocarbon solvents. Suitable bases that can be used are triethylamine, 
15 diiisopropylethylamine, pyridine and sodium carbonate. 

Appropriate examples of the activated derivatives of compound lid include active esters 
(e.g. esters with phenol bearing electron withdrawing substituents, 1-hydroxybenzo- 
triazole, N-hydroxysuccinamide), acid chlorides, symmetrical or unsymmetrical 
20 anhydrides and orthoesters. The reaction temperature is usually between 0°C to 30°C 
and reaction time is 1 hour to 1 day. 



WO 2004/052370 



PCT/DK2003/000857 



34 

Compounds of the type le can be made e.g. by reacting a-halo-amides of type llle with 
alcohols or phenols of type Me. 

f ^R2 




(le) 

5 The reaction may be performed by heating a solution of lie (2.5 equiv) with llle in 

acetone, in the presence of excess of a base, such as potassium carbonate (5 equiv). 
The reaction temperature is usually between 20 and 60 °C, and the reaction time is 
usually between 0.5 and 24 hours. 

10 Connection of the Eastern portion to the quinoline moiety can be carried out according 
to the methods described in the examples. Based on this knowledge, a person skilled 
in the art will be able to adapt the processes so as to be able to synthesise the 
compounds of interest. 

15 

Compounds 

Below follows some examples of specific compounds for use according to the 
invention. In the compounds mentioned the different parts of the compounds, i.e. the 
20 linker -A-, the B group, the R1, R2, R3, R4, R5, R6 groups and the chain length are 
specified. Though not shown nor specifically mentioned, the invention also includes all 
compounds wherein all the mentioned variations in one part of the molecule, e.g. linker 
-A- is combined with all variations of the other features mentioned in the examples. 



25 N-(4-Methyl-2-piperazin-1-yl-quinoli^ 
N-[4-Methyl-2-(4-methyl-p^ 
acetamide 
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N-[4-Methyl-2-(4-pyro 
phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyl-[1 ,4]diazepan-1 -y!)-quinolin-6-yl]-2-(4-trifluoromethoxy- 
phenoxy)-acetamide 
5 N42-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]»4-methyl-quinolin-6-yl}-2-(4 
-trifluoromethoxy-phenoxy)-acetamide 
N-[2~(2,5-Diaza-bicyclo[2.2.1]hept^ 
phenoxy)-acetamide 
N-[2-(4-Dimethylamino-piper^ 
1 0 phenoxy)-acetamide 

2-(2-Chloro-44rifluoromethoxy 
quinolin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-(4-methyl-2-piperazin-1^ 
acetamide 

15 2-(2-Chloro-4-trifluoromethoxy-pheno 
quinolin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-{2-[4-(2-hydroxy-ethyI)-piperazin 

methyl-quinolin-6-yl}-acetamide 

2-(2-Chloro-4-trifluorometh^^ 
20 methyl-quinolin-6-yl]-acetamide 

2-(2-ChIoro-44rifluoromethoxy^ 

quinolin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy^ 

methyl-quinolin-6-yl]-acetamide 
25 2-(4-Chloro-phenoxy)-N-(4-meto 

2-(4-Chloro-phenoxy)-N-[4-met^ 

acetamide 

2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yi)-qu^ 
2-(4-Chloro-phenoxy)-NH4^^ 
30 acetamide 

2-(4-Chloro-phenoxy)-N-{2-[4-(2-hyd 
acetamide 

2-(4-Chloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-methyl-quin 
acetamide 

35 2-(4-Chloro-phenoxy)-N-[2-(2,5-dte^ 
acetamide 
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N-(4-Methyl-2-piperazin-1-yI-quinoIin-6-yl)-2-p-tolyloxy-acete 
N-{2-[4-(2-Hydroxy-ethyl)-piperazin-^^ 
N-[4-Methyl-2-(4-methyl-piperazin-1-y|)-quinolin-6-yl]-2-p~to 
N-[4-Methyl-2-(4-methyl-[1 ,4]diazepan-1 -yl)-quinolin-6-yl]-2-p-toIyloxy-acetamide 
5 N-[4-Methyl-2-(4-pyrroli^ 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-ylH^ 
N-[2-(4-Dimethylamino-piperidin-1^ 
N-(4-Methyl-2-piperazin-1-yl-quino^ 
N-[4-Methyl-2-(4-methyl-[1 ,4]d^ 
1 0 phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyl-piperazi^ 
acetamide 

N42-[4-(2-Hydroxy-ethyl)-piperaz^ 
phenoxy)-acetamide 

1 5 N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)»quinolin-6-yl]-2-(4-trifluoromethyl- 

p h e n oxy )-aceta m i d e 

N-[2-(2,5-Diaza-bicycIo[2.2.1]^ 

phenoxy)-acetamide 

N-[2-(4-Dimethylamino-piperidin-1-ylH^ 
20 phenoxy)-acetamide 

2-(4-Bromo-phenoxy)-N-(4-methyl-2-piperazi^^ 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-^ 

acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-m 
25 2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-pyrrolidin»1 -yl-piperidin-1 -yl)-quinolin-6-yl]- 
acetamide 

2-(4-Bromo-phenoxy)-N-{2-[4-(2-hydroxy-e^ 
acetamide 

2-(4-Bromo-phenoxy)-N-[2-(2,5-diaza-bicydo[2.2.1]hept-2-yl)-4-methyl-quinolin-6-yl]- 
30 acetamide 

2-(4-Bromo-phenoxy)-N-[2-(4-dimethylam 
acetamide 

N-(4-Methyl-2-piperazin-1-yl-quinolin-6-yl)-3-(4-trifluoromethoxy-ph 
N-[4-Methyl-2-(4-methyl-[1,4]diazepan-^^ 
35 phenyl)-propionamide 
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N-[4-Methyl-2-(4-m^ 
propionamide 
N-{2-[4-(2-Hydroxy-eth^ 
phenyl)-propionamide 
5 N-[4-Methyl-2-(4"pyrrolidin-1-yl-piperidin-1-yl)-quinolin-6-yl]^^ 
phenyl)-propionamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)^^^^ 

trifluoromethoxy-phenyl)-propionamide 

N-[2-(4-Dimethylamino-piperidin-1-ylH^ 
1 0 phenyl)~propionamide 

(E)-N-(4-Methyl-2-piperazin-1-yl-quinolin-6-yl)-3-(44rifluoromethoxy^^ 

(E)-N-[4-Methyl-2-(4-methyl~n^ 

phenyl)-acrylamide 

(E)-N44-Methyl-2-(4-me^ 
15 acrylamide 

(E)-N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinolin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-acrylamide 
(E)-N-[2-(4-Dimethylamino-p^ 
phenyl)-acrylamide 
20 E)-N-[2-(2,5-Diaza-bicyclo[2.2J]hept-2-yl)-4-methyl-quinolin-6^ 
phenyl)-acrylamide 
(E)-N-[4-Methyl-2-(4-py^ 
phenyl)-acrylamide 

3-(4-Chloro-phenyl)-N-(4-methyl-2-piperazin-1-yi-quinolin-6-yl)-propiona 
25 3-(4-Chloro-phenyl)-N-[4-^ 
propionamide 

3-(4-Chloro-phenyI)-N-[4-met^ 

3-(4-Chloro-phenyl)-N-{2-[4-(2-hydroxy-ethyI)-piperazin-1-y!]-4-^ 
propionamide 
30 3-(4-Chloro-phenyl)-N-[4-met^ 
propionamide 

3-(4-Chloro-phenyl)-N-[2-(2,5-diaza-bte^^ 
propionamide 

3-(4-Chloro-phenyl)-N-[2-(4<lime^ 
35 propionamide 

2-(2,4-Dichloro-phenoxy)-N-(4-methyl-2-piperazin-1-yl-quinolin-6-yl)-acetamide 
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2-(2,4-Dichloro-phenoxy)-N-^ 
acetamide 

2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyI-piperazin-1-yl) 
acetamide 

5 2-(2,4-DichIoro-phenoxy)-N^2-[4-(2-^ 
yl}-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-me 
acetamide 

N-[2-(2,5~Diaza-bicyclo[2.2.1]hept^ 
1 0 phenoxy)-acetamide 

2-(2,4-Dichloro-phenoxy)-N44-methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yO^^ 
acetamide 

N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-2-(4-trifluoromethoxy-^ 
N44-Methyl-2-(4-methyl-[1 ^ 
1 5 phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyl-piperazin-1-y0 
acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1--yl]-4-methyl-quinazolin-6-yl}-2-(4- 

trifluoromethoxy-phenoxy)-acetamide 
20 N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yi)-quinazolin-6-y^ 

phenoxy)-acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2^ 

phenoxy)-acetamide 

N-[2-(4-Dimethylamino-piperidin-1^ 
25 phenoxy)-acetamide 

2-(2-Chloro-44rifluorometho^ 

acetamide 

2-(2-Chloro-44rifluorometho^ 
quinazolin-6-yl]-acetamide 
30 2-(2-Chloro--4-trifluoromethoxy-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)- 
quinazolin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N42-[4-(2-hydroxy-ethyl)--piperazin-1-yl]-4-- 
methyl-quinazolin-6-yl}-acetamide 
2-(2-Chloro-44rifluorometo^ 
35 methyl-quinazolin-6-yl]-acetamide 
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2-(2-ChIoro-44rifIuorom 
methyl-quinazo!in-6-yl]-acetamide 
2-(2-Chloro-44rifluoromethoxy-phen^^ 
quinazolin-6-yl]-acetamide 
5 2-(4-Chloro-phenoxy)-N-(4-methyl-2-piperazin-1-yl-quinazolin-6-yl)-ace^ 
2-(4-Chloro-phenoxy)-N-[4-m^ 
acetamide 

2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-qu 
acetamide 
10 2-(4-Chloro-phenoxy)-N-{2-[4-^ 
yl}-acetamide 

2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)- 
quinazolin-6-yl]-acetamide 

2-(4~Chloro-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-4-met^^ 
1 5 acetamide 

2-(4-Chloro-phenoxy)-N-[2-(4^^ 
acetamide 

N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-2-p-tolyloxy-acetamide 
N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)~quinazolin-6-yl]-2-p-tolyto 
20 N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]-2-p-tolyloxy-acetamide 
N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinazolin-6-yl}-2-p-tolyloxy- 
acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quinazolin-6-yl]-2-p 
N-[2-(2,5-Diaza-bicydo[2.2.1]hept-2^ 
25 acetamide 

N-[2-(4-Dimethylamino-piperidin^^ 

N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-2-(4-trifluoromethyl-phenoxy)-ace 
N^4-Methyl-2-(4-methyH1 ,4]diaz 
phenoxy)-acetamide 
30 N-[4-Methyl-2-(4-methyl-piperaz^ 
acetamide 

N42-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinazolin-6-yl}-2-(44rifluoromethyl^ 
phenoxy)-acetamide 
N-[4-Methyl-2-(4-pyrroIidin-^^ 
35 phenoxy)-acetamide 
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N-[2-(2 f 5-Diaza-bicydo[2^ 
phenoxy)-acetamide 
2-(4-Bromo-phenoxy)-N-(4-methyl-2^ 
2-(4-Bromo-phenoxy)-N-(4-methyl-2-pipera^^ 
5 2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-m 
acetamide 

2-(4-Bromo-phenoxy)-N-{2-[4-(2^ 
yl}-acetamide 

2-(4-Bromo-phenoxy)-N-[4nriethyi^ 
10 acetamide 

2-(4-Bromo-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-qu 
acetamide 

2-(4-Bromo-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-methyI-quin 
acetamide 

15 N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-3-(44rifluoromethoxy-phenyl)- 
propionamide 

N-[4-Methyl-2-(4nriethyH1 ,4^ 

phenyl)-propionamide 

N-[4-Methyl-2-(4-methyl^ 
20 propionamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyI-quinazolin-6-yl}-3-(4- 

trifluoromethoxy-phenyl)~propionamide 

N-[4-Methyl-2-(4-pyrrolidi^ 

phenyl)-propionamide 
25 N-[2-(2,5-Diaza4>icyclo[2.2.1]h^ 

phenyl)-propionamide 

N-[2-(4-Dimethylamino-pipe^ 

phenyl)-propionamide 

(E)-N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yI)-3-(44rifluorometh 
30 acrylamide 

(E)-N44~Methyl~2~(4-methyK^ 
phenyl)-acrylamide 

(E)-N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]-3-(4-trifluoromet^ 
phenyl)-acrylamide 

35 (E)~N-{2-t4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinazolin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-acrylamide 
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(E)-N-[4-Methyl-2-^ 
phenyl)-acrylamide 
(E)-N-[2-(2,5-Diaza-bicy^ 
trifluoromethoxy-phenyl)-acrylamide 
5 (E)-N-[2-(4-Dimethylamino-piperidin-1^ 
trifluoromethoxy-phenyl)-acrylamide 
3-(4-Chloro-phenyI)-N-(4-methyl-2~p^ 

3-(4-Chloro-phenyl)-N-[4-methyl-2-(4-methyl-[1,4]diazepan-1-yO 
propionamide 
10 3-(4-Chloro-phenyl)-N-^ 
propionamide 

3-(4-Chloro-phenyl)-N-{2-[4-(2-hydroxy-ethyl)-piperazin-1-yl]^ 
propionamide 

3-(4-Chloro-phenyl)-N-[4-methyl^ 
15 propionamide 

3-(4-Chloro-phenyi)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yi)-4-me^ 
propionamide 

3-(4-Chloro-phenyl)-N-[2-(4-dimethylamino-piperidin-1-ylH-methyl-quinazo 
propionamide 
20 2-(2,4-Dichloro-phenoxy)-N-(4-m^ 

2-(2,4-Dich!oro»phenoxy)-N-[4-methyl-2-(4-methyl-[1 ,4]diazepan-1-yl)-quinazolin-6-yI]- 
acetamide 

2-(2,4-DichlorO"phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-qui 
acetamide 

25 2-(2,4-Dich)oro-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)-piperazin-1-ylH^ 
6-yl}-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperidin-^ 
yl]-acetamide 

N-[2-(2,5-Diaza-bicydo[2.2.1^^ 
30 phenoxy)-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yi)-4-methyl^^ 
yl]-acetamide 

N~(4-Methyl-2-piperazin-1-yl-quinazolin-6-y0 

N-[2-(4-Methyl-[1,4]diazepan-1-yl)-quinazolin-6-yl]-2-(44rmuorometho 
35 acetamide 
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N-[2-(4-Methyl-piperazin-1-yi)-quinazo 
acetamide 

N-{2-[4-(2-Hydroxy-ethyl)^ 
phenoxy)-acetamide 
5 N42-(4-Pyrrolidin-1-yl-piperidin-1-yl)-quinazolin-6-yl]-2-(4-^ 
acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2. 1 ]^ 
acetamide 

N-[2-(4-Dimethylamino-piperidin-1-yl)-quinazolin-6-yl]-2-(44rifluoromethoxy-^ 
1 0 acetamide 

2-(2-Chloro-44rifluorometh^ 

2-(2-Chloro-44rifluoromethoxy-^^ 

6-yl]-acetamide 

2-(2-Chloro-44rifiuoromethox 
1 5 acetamide 

2-(2-Chloro-44rifiuoromethoxy-ph^^ 

quinazolin-6-yl}-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)- 
quinazolin-6-yl]-acetamide 
20 2-(2-Chloro-4-trifluoromethoxy-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)- 
quinazolin-6-yl]-acetamide 
2-(2-Chloro-4-trifluorometho^ 
quinazolin-6-yl]-acetamide 

2-(4-Chloro-phenoxy)-N-(2-piperazin-1-yl-quinazolin-6-yl)-acetamide 
25 2-(4-Chloro-phenoxy)-N-[2-(4-methyl-[1 ,4]diazepan-1-yl)-quinazolin-6-yl]-acetamide 
2-(4-Chloro-phenoxy)-N-[2-(4-meto^^ 

2-(4-Chloro-phenoxy)-N42-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-quinazolin-6-yl}- 
acetamide 

2"(4-Chloro-phenoxy)-N-[2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quinazolin^ 
30 2~(4-Chloro-phenoxy)-NH;2-(2,5-dia^^ 
acetamide 

2-(4-Chloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yI)-quinazolin-6^ 
N-(2-Piperazin-1-yl-quinazolin-6»yl)-2-p-tolyloxy-acetamide 
N~[2-(4-MethyK1,4]diazepan-1-yi)^^ 
35 N-[2-(4-Methyl-piperazin-1-yl)-quinazolin-6-yI]-2-p-tolyloxy-acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-quinazolin-6-yl}-2-p-tolyloxy-acetamide 
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N-[2-(4-Pyrrolidin-1 ^ 
N-[2-(2,5-Diaza-bicyclo[2.2J]he^ 

N-[2-(4-Dimethylamino-piperidin-1-yl)-quinazolin-6-yl]-2-p-to 
N-(2-Piperazin-1-yl-quinazolin»6-yl)-2-(44rifluoromethyl-phenoxy)^^ 
5 N-[2-(4-Methyl-[1,4]diazepan-1-yl)-quinazolin-6-yl]-2-(4-trifl 
acetamide 

N-[2-(4-Methyl-piperazin-1-yl)-quinazolin-6-yl]-2-(4-trm 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-y[]-quinazolin-6-yl}-2-(44rifluorometh 

acetamide 

1 0 N-[2-(4-Pyrrolidin-1 -yl-piperidin-1 -yl)-quinazolin-6-yl]-2-(4-trifluoromethyl-phenoxy)- 
acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2. ^ 
acetamide 

N-[2-(4-Dimethylamino-piperidin-1-yl)-quinazolin-6-yl]-2-(44rifluorometh 
15 acetamide 

2-(4-Bromo-phenoxy)-N-(2-piperazin-1-yl»quinazolin-6-yl)-acetamide 
2-(4-Bromo-phenoxy)-N-[2-(4-methyl-piperazin-1-yi)-quinazolin-6-yl]-acetamid^ 
2~(4-Bromo-phenoxy)-N-[2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quinazolin-6-yl]-ac 
2-(4-Bromo-phenoxy)-N-[2-(4-methyK^^ 
20 2-(4-Bromo-phenoxy)-N42-[4-(2-hydroxy»ethyl)-piperazin-1-yl]-quinazolin-6-yl}- 
acetamide 

2-(4-Bromo-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-quinazoH 
acetamide 

2-(4-Bromo-phenoxy)-N-[2-(4-dimethylam 
25 N-(2-Piperazin-1-yl-quinazol^ 

N-[2-(4-Methyl-[1,4]diazepan-1-yl)^ 
propionamide 

N-[2-(4-Methyl-piperazin-1-yl)-quinazolin-6-yl]-3-(4-trifl 
propionamide 
30 N-{2-[4-(2~Hydroxy-et^ 
propionamide 

N-[2-(4-Pyrrolidin-1-yl-piperidin-1-yl)-quinazolin-6-yl]-3-(4-trifluoro^ 
propionamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-quinazolin-6-yl]-3-(44rifluoromet^ 
35 propionamide 
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N-[2-(4-Dimethylamino-pi 
propionamide 

(E)-N-(2-Piperazin-1 -yl-quira^ 

(E)-N-[2-(4-Methyl-[1 ,4]diazepan-1 -yl)-quinazolin-6-yl]-3-(4-trifluoromethoxy-phenyl)- 
5 acrylamide 

(E)-N-[2-(4-Methyl-piperazin-1-y^ 
acrylamide 

(E)-N-{2-[4-(2-Hydroxy-ethyl)-piperazi^^ 
phenyl)-acrylamide 

1 0 (E)-N-[2-(4-Pyrrolidin-1 -yl-piperidin-1 -yl)-quinazoIin-6-yl]-3-(44rifluoromethoxy-phenyl)- 
acrylamide 

(E)-N-[2-(2,5-Diaza-bicyclo[2^ 
phenyl)-acrylamide 

(E)-N-[2-(4-Dimethylamino-piperidin-1^^ 
1 5 phenyl)-acrylamide 

3-(4-Chloro-phenyl)-N-(2»piperazin-1-yl-quinazolin-6-yl)-propionamide 

3-(4-Chloro-phenyl)-N-[2-(4-methy4^^ 

3-(4-Chloro-phenyl)-N-[2-(4-met^ 

3-(4-Chloro-phenyl)-N-{2-[4-(2-ty^ 
20 propionamide 

3-(4-Chloro-phenyl)-N-[2-(4-pyrro^^ 

3-(4-Chloro-phenyl)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-quinazolin 
propionamide 

3-(4-Chloro-phenyl)-N-[2-(4-dimethylamino-piperidin-1-yl)-quinazolin-6-yl]- 
25 propionamide 

2-(2,4-Dichloro-phenoxy)~N-(2-piperazin-1-yl-quinazolin-6-yl)-acetamide 

2-(2,4-Dichloro-phenoxy)~N-[2-(4-met^ 

2-(2,4-Dichloro-phenoxy)-N-[2-(4-met^ 

2-(2^-Dichloro-phenoxy)-N-{2-[4-(2-ty^ 
30 acetamide 

2-(2,4-Dichloro-phenoxy)-N-[2-(4-pyrroiidin-1 -yl-piperidin-1 -yl)-quinazolin-6-yl]- 
acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2,1]hept-2-y0^ 
acetamide 

35 2-(2,4-Dichloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-quinazolin-6-yl]- 
acetamide 
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N-(4-Amino-piperidin-1 ^ 
acetamide 

2-(2-Chloro-44rifluoromethoxy-phenox 
6-yl)-acetamide 

5 2-(4-Chloro-phenoxy)-N-(4-amino-piperidin-1-yl)-4-methyl-quinolin 
N-(4-Amino-piperidin-1 -yl)^ 

N-(4-Amino-piperidin-1-yl)-4-methyl-quinolin-6-yl)-2-(44rifluorom 
acetamide 

2- (4-Bromo-phenoxy)-N-(4-amino-piperidin-1-yl)-4-methyl-quinolin-6-y^ 
10 N-(4-Amino-piperidin-1-y1M^ 

propionamide 

(E)-N-(4-Amino-piperidin-1-yl)^^ 
acrylamide 

3- (4-Chloro-phenyl)-N-(4-amino-piperidin-1-yl)-4-methyl-quinolin 
15 2-(2,4-Dichloro-phenoxy)~N-(4-am 

N-(4-Methyl-2-(4-methylamino-piperi^^ 
phenoxy)-acetamide 

2- (2-Chloro-4-trifluoromethoxy-phenoxy)-N-(4-methyl-2-(4-methylamin 
quinolin-6-yl)-acetamide 

20 2-(4-Chloro-phenoxy)-N-(4-methyl-2-(^^^ 
acetamide 

N-(4-Methyl-2-(4-methylamino-piperi^^ 

N-(4-Methyl-2-(4-methylam 

phenoxy)-acetamide 

25 2-(4-Bromo-phenoxy)-N-(4-methyl-2-(4-methylamino-piperidin-1-yl-quinolin-6-yO 
acetamide 

N-(4-Methyl~2-(4~methylami^^ 
phenyl)-propionamide 
(E)-N-(4-Methyl-2-(4-methylami^ 
30 phenyl)-acrylamide 

3- (4-Chloro-phenyl)-N-(4-^ 
propionamide 

2-(2,4-Dichloro-phenoxy)-N-(4-methy^ 
acetamide 
35 N-(4-Methyl-2-(4-isopropyl-piperaz^ 
phenoxy)-acetamide 
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2-(2-Chloro-44rifluorometo^ 
quinolin-6-yl)-acetamide 

2-(4-Chloro-phenoxy)-N-(4-methyl-2-(4-isopropyl-piperazin-1-yl^ 
acetamide 

5 N-(4-Methyl-2-(4-isopropyl-piperazin-1-yl)-quinolin-6-yl)-2-p-to 
N-(4-MethyI-2-(4-isopropyl-pip^ 
acetamide 

2- (4-Bromo-phenoxy)-N-(4-methyl-2-(4-isopropyl-piperazin-1-yl)-quino^ 
acetamide 

10 N-(4-Methyl-2-(4-isopropyl-p^ 
propionamide 

(E)-N-(4-Methyl-2-(4-isopropyl-pipera^^ 
phenyl)-acrylamide 

3- (4-Chloro-phenyl)-N-(4-methyl-2-(4-isopropyl-piperazin-1-yl)-quinolin 
15 propionamide 

2-(2,4-Dichloro-phenoxy)-N-(4-methyl-2-(4-isopropyl-piperazin-1-yl)-quin 
acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-[^ 
trifluoromethoxy-phenoxy)-acetamide 
20 2-(2-Chioro-44rifluoromethoxy-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)-[1,4]diazepa 

4- methyl-quinolin-6-yI}-acetamide 
2-(4-Chloro-phenoxy)-N-{2-[4-(2-h^^ 
yl}-acetamide 

N42-[4-(2-Hydroxy-ethyl)-[1,4]diazepan-1^ 
25 acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-[^ ^ 
trifluoromethyl-phenoxy)-acetamide 

2- (4-Bromo-phenoxy)-N^2-[4-(2-hy^ 
yl}-acetamide 

30 N-{2-[4-(2-Hydroxy-ethyl)-[1 ^ 

trifluoromethoxy-phenyl)-propionamide 

(E)~N-{2-[4-(2-Hydroxy-ethyl)-^ 

trifluoromethoxy-phenyl)-acrylamide 

3- (4-Chloro-phenyI)-N42-[4-(2-hydroxy-ethyiH1,4]diazepan-1-yl]-4-m 
35 yl}-propionamide 
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2-(2,4-Dichloro-phenoxy)-N-{2-[4-(2-hydroxy-ethylH1 ,4]diazepan-1-yl]-4-methyl- 
quinolin-6-yl}-acetamide 
N-(2-[1,4]Diazepan-1-yl-4-methyl-qui^ 
acetamide 
5 2-(2-Chloro-44rifluorom^ 
yl)-acetamide 

2-(4-Chioro-phenoxy)-N-(2-[1,4]diazepan-1^ 

N-(2-[1,4]Diazepan-1-yl-4-methyl-quinolin-6-yl)-2-p-tolyloxy-acetamide 
N-(2-[1,4]Diazepan-1-yl-4-methylHqw^ 
10 acetamide 

2- (4-Bromo-phenoxy)-N-(2-[1 ^ 

N-(2-[1,4]Diazepan-1-yl-4-methyl-quinolin-6-yl)-3-(44rifluoromethoxy-p 
propionamide 

(E)-N-(2-[1 ,4]Diazepan-1 -yl-4-me^ 
15 acrylamide 

3- (4-Chloro-phenyl)-N-(2-[1 ,4]diazepan-1-yl-4-methyl-quinolin-6-yl)-propionamide 
2-(2,4-Dichloro-phenoxy)-N-(2^ 

N-(4-Amino-piperidin-1-yl)-4-methyl-quinazolin-6-yl)»2-(44rifluoromethoxy-ph 
acetamide 

20 2-(2-Chloro-4-trifluoromethoxy-phen^^ 
quinazolin-6-yl)-acetamide 
2-(4-Chloro-phenoxy)-N-(4-aminoi^ 

N-(4-Amino-piperidin-1-yi)-4-methyl-quinazolin-6-yl)-2-p-tolyloxy-acetamide 
N-(4-Amino-piperidin-1-yl)-4-methyl-quinazolin-6-yl)-2-(4-trifluo 
25 acetamide 

2- (4-Bromo-phenoxy)-N-(4-amino-pi 

N-(4-Amino-piperidin-1-yl)-4-methyl-quinazolin-6-yl)-3-(4-trifIuoromethox 
propionamide 

(E)-N-(4-Amino-piperidin-1-yl)-4-me^ 
30 acrylamide 

3- (4-Chloro-phenyl)~N-(4-amino-piperidin-1-yl)~4-methyl-quinazolin-6-yl)-propio 
2-(2,4-Dichloro-phenoxy)-N~(4~amino-piperidi^^ 

acetamide 

N-(4-Methyl-2-(4-methylamino-piperid^ 
35 phenoxy)-acetamide 
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2-(2-Chloro-4-trifluorom 
quinazolin-6-yi)-acetamide 

2-(4-Chloro-phenoxy)-N-(4-methyl-2-(4-methylamino-piperidi 
acetamide 
5 N-(4-Methyl-2-(4-methylamino-pi^^ 
N-(4-Methyl-2-(4-methy^ 
phenoxy)-acetamide 

2- (4-Bromo-phenoxy)-N-(4-methyl-2-^^ 
acetamide 

10 N-(4-Methyl"2-(4-methylamino-piperidin-1-yl-quinazolin-6-yl)-3^ 
phenyl)-propionamide 
(E)-N-(4-Methyl-2~(4HTiet^ 
phenyl)-acrylamide 

3- (4-Chloro-phenyl)-N-(4-methy^^ 
15 propionamide 

2-(2,4-Dichloro-phenoxy)-N-(4Hr^ 
acetamide 

N-(4-Methyl-2-(4-isopropyl-piperazin-1-yl)-quinazolin-6-yl)-2-(44rifluorometho 
phenoxy)-acetamide 
20 2-(2-Chloro-4-trifluoromethoxy-phenoxy^ 
quinazolin-6-yl)-acetamide 

2-(4-Chloro-phenoxy)-N-(4-methyl-2-(4-isopropyl-piperazin-1-yi)-quinazol^ 
acetamide 

N-(4-Methyl-2-(4-isopropyl-pipera^^ 
25 N-(4-Methyl-2-(4-isopropyI-piperazin^^ 
phenoxy)-acetamide 

2- (4-Bromo-phenoxy)-N-(4-methyl-2-(4-te^ 
acetamide 

N-(4-Methyl-2~(4-isopropyl-piperazin-1^ 
30 phenyl)-propionamide 

(E)-N-(4-Methyl-2-(4-isopropy!-piperazin-1-yl)-quinazolin-6-yl)-3- 
phenyl)-acrylamide 

3- (4-Chloro-phenyl)-N-(4-methyI-2-(4-isopropyl-piperazin-1-yl)-quinazolin^ 
propionamide 

35 2-(2,4-Dichloro-phenoxy)-N-(4-m 
acetamide 
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N-{2-[4-(2-Hydroxy-ett 
trifluoromethoxy-phenoxy)-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)41,4]d 
4-methyl-quinazolin-6-yl}-acetamide 
5 2-(4-Chloro-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)-[1 ,4]diazepan-1 -yl]-4-methyl- 
quinazolin-6-yl}-acetamide 
N-{2-[4-(2-Hydroxy-ethylH1,4]diazepa^ 
acetamide 

N42-[4-(2-Hydroxy-ethylH1,4]diazep 
1 0 trifluoromethyl-phenoxy)-acetamide 

2- (4-Bromo-phenoxy)-N42-[4-(2-hydroxy-ethy!)-[1,4]diazepan-1-yl]--4-methyl- 
quinazolin-6-yl}-acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-[1 ,4]diazepan-1 -yIH-methyl-quinazolin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-propionamide 
15 (E)-N-{2-[4-(2-Hydroxy-^ 

trifluoromethoxy-phenyl)-acrylamide 

3- (4-Chloro-phenyl)-N-{2-[4-(2-hydroxy-ethyl)-[1,4]diazepan-1-yO 
6-yl}-propionamide 

2-(2,4-Dichloro-phenoxy)-N-{2-[4-^^ 
20 quinazolin-6-yl}-acetamide 

N-(2-[1,4]Diazepan-1-yl-4-methyl<|W^ 
acetamide 

2-(2-Chloro-44rifluorom 
yl)-acetamide 

25 2-(4-Chloro-phenoxy)-N-(2-[1,4]diazepan-1-yi-4-methyl-quinazolin-6-y^ 
N-(2-[1,4]Diazepan-1-yl-4-methyl-quinazolin-6-yl)-2»p-tolyloxy-acetam 
N-(2-[1 ,4]Diazepan-1-yl-4-methyl-quinazolin-6-yl)-2-(4-trifluoromethyl-ph 
acetamide 

2- (4-Bromo-phenoxy)-N-(2-[1,4]diazepan-1-yl-4-methyl-quinazolin-6-yl)-acetamide 
30 N-(2-[1,4]Diazepan-1-yl-4-methyl-quinazolin-6-yl)-3-(44rifluoromethox 

propionamide 

(E)-N-(2-[1,4]Diazepan-1-yl-4-methyl-quinazoIin-6-yl)-3-(44rmuoromethox 
acrylamide 

3- (4-Chloro-phenyl)-N-(2-[1,4]diazepan-1-yl-4-methyl-quinazolin-6^ 
35 2-(2,4-Dichloro-phenoxy)-N-(241^ 

N-(4-Methyl-2-piperazin-1-yl-quino^ 



WO 2004/052370 



PCT/DK2003/000857 



50 

N-[4-Methyl-2-(4-me^ 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piper^ 

acrylamide 

N-[4-Methyl-2-(4-methyl-[1 ,4]diazepan-1 -yl)-quinolin-6-yl]-3-(4-chloro-phenyl)- 
5 acrylamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinolin-6-yl}--2-(4 
-trifluoromethoxy-phenoxy)-acetamide 
N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-y^ 
acrylamide 
10 N42-(4-Dimethylamino-piperidin-1^ 
acrylamide 

N-(4-Methyl-2-piperazin-1-yl-quinolin-6-yl)-2-(2-chloro-44rifluoromethyl-phen 
acetamide 

N-[4-Methyl-2-(4-methyl-pipe 
15 phenoxy)- acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-^^ 
trifluoromethyl-phenoxy)- acetamide 

N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-quinolin-6-yl]-2-(2-ch 
phenoxy)- acetamide 
20 N-{2-[4-(2-Hydroxy-ethyl)-piper 

-trifluoromethoxy-phenoxy)-acetamide 
N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-ylM^ 
trifluoromethyl-phenoxy)- acetamide 

N-[2-(4-Dimethylamino-piperidin-1»yl)-4-methyl-quinoIin-6-yl]-2-(2-chloro-4- 
25 trifluoromethyl-phenoxy)- acetamide 

N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-3-(4-chloro-phenyl)-acrylamide 
N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]-3-(4-chloro-phenyl)-ac^ 
N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quinazolin-6-yl]-3-(4-chloro-phenyl)- 
acrylamide 

30 N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-quinazolin-6-yl]-3-(4-chloro-phenyl)- 
acrylamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinazolin-6-yl}-2-(4 
-trifluoromethoxy-phenoxy)-acetamide 
N-[2-(2,5-Diaza-bicyclo[2.2^ 
35 acrylamide 
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N-[2-(4-Dimethylamino^ 
acrylamide 

N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-2-(2-chloro-4-me 
N-(4-Methyl-2-piperazin-1-yl-quinazolin-6-yl)-2-(2-chloro-4-m 
5 N-[4-Methyl-2-(4-methyl-piperazin~1^^ 
acetamide 

N^4-Methyl-2-(4-pyrrolid^ 

phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyi-[1,4]diazepan-^^ 
1 0 phenoxy)-acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-ylH^ 

methyl-phenoxy)-acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2^ 

phenoxy)-acetamide 
15 N-[2-(4-Dimethylamino-piperidin-1-yl)^ 

phenoxy)-acetamide 

N-(4-methyl-2-piperazin-1-yl-quinazolin-6^ 
acetamide 

N-(4-Methyl-2-piperazin-1-y[-quinazolin-6-yl)-2-(2"Chloro-44rifluorometh 
20 N-[4-Methyl-2-(4-methyI-piperazin-1-yi)^ 

phenoxy)- acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperi^^ 

trifluoromethyl-phenoxy)- acetamide 

N-[4-Methyl-2-(4-methyl-[1,4]diazepan-^^ 
25 trifluoromethyl-phenoxy)- acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-quinazolin-6-yl}-2-(4 

-trifluoromethoxy-phenoxy)-acetamide 

N-[2~(2,5-Diaza-bicyclo[2.2. 1 ^ 

trifluoromethyl-phenoxy)- acetamide 
30 N-[2-(4-Dimethylamino-piperidin-1-yl)-4-methyl-quinazolin-6-yl]-2-(2-chloro-4- 

trifluoromethyl-phenoxy)- acetamide 

N-(4-Methyl-2-piperazin-1-yl-pyrido[3,2-d]pyrimidin-6-yl)-2-(4-trmuoromethoxy- 
phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-pyrido[3,2-d]pyrimidin-6-yl]-2-(4- 
35 trifluoromethoxy-phenoxy)-acetamide 
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N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-pyrido[3,2-d]pyrimidin-6-yl]-2-(4- 
trifluoromethoxy-phenoxy)-acetamide 

N«[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-pyrido[3,2-d]pyrimidin 
trifluoromethoxy-phenoxy)-acetamide 
5 N-{2-[4-(2-Hydroxy-ethyl)~pipera^^ 

-trifluoromethoxy-phenoxy)-acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pyrido[3,2-d]pyrimidi 
trifluoromethoxy-phenoxy)-acetamide 
N-[2-(4-Dimethylamino-piperi^ 
1 0 trifluoromethoxy-phenoxy)-acetamide 
2-(2-Chloro-4-trifluorometh^^ 
pyrido[3 f 2-d]pyrimidin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-(4-methyl-2-piperazin-1-yl~pyrido[3,2- 

d]pyrimidin-6-yl)-acetannide 
15 2-(2-Chloro-4-trifluoromethoxy-phenoxy)-N-[4-methyl-2-(4-meth 

pyrido[3,2-d]pyrimidin-6-yl]-acetamide 

2-(2-Chloro-4-trifluoromethoxy^ 

methyl-pyrido[3,2--d]pyrimidin-6-yl}-acetamide 

2-(2-Chloro-4-trifluoromethoxy^ 
20 methyl-pyrido[3,2»d]pyrimidin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-[4-methyl-2-(4-pyrrolidm 

pyrido[3,2-d]pyrimidin-6-yl]-acetamide 

2-(2-Chloro-44rifluoromethoxy-phenoxy)-N-[2~(4-dimethylamino-piperidi 
n-1-yl)-4-methyl-pyrido[3,2-d]pyrimidin-6-yl]-acetamide 
25 2-(4-Chloro-phenoxy)-N-(4-methyl-2-piperazin-1-yl-pyrido[3,2-d]pyrimidin 
acetamide 

2-(4-Chloro-phenoxy)-N-[4»methyl-2-(4-methyl-[1,4]diazepan-1»yl)-pyrido 
d]pyrimidin-6-yl]-acetamide 
2-(4-Chloro-phenoxy)-N-[4-m 
30 yl]-acetamide 

2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-pyrido[3,2- 
d]pyrimidin-6-yl]-acetamide 

2-(4-Chloro-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pyrido[3,2- 
d]pyrimidin-6-yl}-acetamide 
35 2-(4-Chloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yI)-4-methyl-py 
d]pyrimidin-6-yl]-acetamide 
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2-(4-Chloro-phenoxy)-N^ 
d]pyrimidin-6-yl]-acetamide 

N-(4-Methyl-2-piperazin-1-yl-pyrido[3,2-d]pyrimidin-6-yl)-2-p4^ 
N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-y^ 
5 tolyloxy-acetamide 

N-[4-Methyl-2-(4-methyl-piper^ 
acetamide 

N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-pyrido[3,2-d]pyrimidin-6-yl]-2- 
acetamide 

1 0 N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-pyrido[3,2-d]pyrimidin-6-yl]-2-p-tolyloxy- 
acetamide 

N-[2-(2,5-Diaza-bicydo[2.2.1]hept-2^ 
tolyloxy-acetamide 
N-[2~(4-Dimethylamino-piperidi 
15 acetamide 

N-(4-Methyl-2-piperazin-1-yl-pyrido[3,2-d]pyrimidin-6-yl)-2-(4-trifl^ 
acetamide 

N-[4-Methyi-2-(4-methyK^ 
trifluoromethyl-phenoxy)-acetamide 
20 N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-pyrido[3,2-d]pyrimidin-6-yl]-2-(44 
phenoxy)-acetamide 
N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1^ 
trifluoromethyl-phenoxy)-acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yI)-pyrido[3,2-d]pyrimidin-6-yl]-2-(4- 
25 trifluoromethyl-phenoxy)-acetamide 

N-[2-(2 f 5-Diaza-bicyclo[2.2.1]hept-2-ylH-methyl-pyrid 
trifluoromethyl-phenoxy)-acetamide 

N-t2-(4-Dimethylamino-piperidin-1-yl)-4-methyl-pyrido[3,2-d]pyrimidin-6-yl]-2-(4- 
trifluoromethyl-phenoxy)-acetamide 
30 2-(4-Bromo-phenoxy)-N-(4-methyl-2-piperazin-1-yl-pyrido[3,2-d]pyrimidin-6-yl)- 
acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-methyI-[1 ,4]diazepan-1-yl)-pyrido[3,2- 
d]pyrimidin-6-yl]-acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-pyrido[3,2-d]pyrimidin-6^ 
35 yl]-acetamide 
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2-(4-Bromo-phenoxy)-N-[4-m 
d]pyrimidin-6-yl]-acetamide 
2-(4-Bromo-phenoxy)-N^2-[4-(2-hydro^ 
d] pyri m id i n-6-yl}-acetam id e 
5 2-(4-Bromo-phenoxy)-N-[2-(2,5^ 
d]pyrimidin-6-yl]-acetamide 

2-(4-Bromo-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-meth^^ 
d]pyrimidin-6-yl]-acetamide 
N-(4-Methyl-2-piperazin-1 -yl-py 
10 propionamide 

N-[4-Methyl~2-(4-methyl-[1 ,4]diazepan-1 -yl)-pyrido[3,2-d]pyrimidin-6~yl]-3-(4- 
trifluoromethoxy-phenyl)-propionamide 

N-[4-Methy[-2-(4-methyl-piperazin-1-yi)-pyrido[3,2-d]pyrimidin-^ 
trifluoromethoxy-phenyl)-propionamide 
15 N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pyrido[3,2-d]pyrimidin-6-yl}-3-(4^ 
trifluoromethoxy-phenyl)-propionamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pyrido[3,2-d]pyrimid^ 

trifluoromethoxy-phenyl)-propionamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]te^ 
20 trifluoromethoxy-phenyl)-propionamide 

N42-(4-Dimethylamino-piperidin-^^ 

trifluoromethoxy-phenyl)-propionamide 

(E)-N-(4-Methyl-2-piperazin-1-yl^^^ 

phenyl)-acrylamide 
25 (E)-N-[4-Methyl-2-(4-methyl-[1 l 4]diazepan-1-yl)-pyrido[3 f ^ 

trifluoromethoxy-phenyl)-acrylamide 

(E)-N-[4-Methyl-2-(4-methyl-^^ 

trifluoromethoxy-phenyl)-acrylamide 

(E)-N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pyrido[3,2-d]pyrimidi 
30 trifluoromethoxy»phenyl)-acrylamide 
(E)-N-[2-(4-Dimethylamino-piperidi^ 
trifluoromethoxy-phenyl)-acrylamide 

E)-N-[2-(2,5-Diaza-bicyclo[2.2J]hept-2-yl)-4-methyl-pyrido[3,2-d]pyrim 
trifluoromethoxy-phenyl)-acrylamide 
35 (E)»N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pyrido[3,2-d]pyrim 
trifluoromethoxy-phenyl)-acrylamide 



WO 2004/052370 PCT/DK2003/000857 

55 

3-(4-Chloro-phenyl)-N^ 
propionamide 
3-(4-Chloro-phenyl)-N-^ 
6-yl]-propionamide 
5 3-(4-Chloro-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)^^ 
yl]-propionamide 

3-(4-Chloro-phenyl)-N-{2»[4-(2-hydroxy-ethyl)-piperazin-1-yl]-4-m 

d]pyrimidin-6-yl}-propionamide 

3-(4-Chloro-phenyl)-N-[4-me^ 
1 0 d]pyrimidin-6-yl]-propionamide 

3-(4-Chloro-phenyl)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-4-m 

d]pyrimidin-6-yl]-propionamide 

3-(4-Chloro-phenyl)-N-[2-(4<lim^ 

d]pyrimidin-6-yl]-propionamide 
15 2-(2,4-Dichloro-phenoxy)-N-(4»methyl-2-piperazin»1-yI-pyrido[3,2-d]pyrim 

acetamide 

2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-[1,4]diazepan-1-y^ 
d]pyrimidin-6~yi]-acetamide 

2»(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)^ 
20 d]pyrimidin-6-yl]-acetamide 

2-(2,4-Dichloro-phenoxy)-N42-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-4-methyl-^ 

d]pyrimidin-6-yl}-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[2-(4<ii^^ 

d]pyrimidin-6-yl]-acetamide 
25 N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pyrido[3,2-d]pyrim 

dichloro-phenoxy)-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[4-methyI-2«(4-pyrrolidin-1-yl-piperidin-1-^^ 

d]pyrimidin-6-yl]-acetamide 

N-(4-Methyl-2-piperazin-1-yl-pyrido 
30 phenoxy)-acetamide 

N-(4-Methyl-2-piperazin-1-yl-pyrido^ 

phenoxy)-acetamide 

N-[4-Methyl~2~(4~methyI-pipe^^ 

trifluoromethoxy-phenoxy)-acetamide 
35 N-[4-Methyl-2-(4-pyrrol^ 

trifluoromethoxy~phenoxy)-acetamide 
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N-[4-Methyl-2-(4-m^ 
trifluoromethoxy-phenoxy)-acetamide 
N-{2-[4-(2-Hydroxy-ethyl)-piperazm^ 
-trifluoromethoxy-phenoxy)-acetamide 
5 N-[2-(2,5-Diaza-bicyclo[2.2.1]hept^2-yl)-4-methyl-pyrido[2,3-d]pyri 
trifluoromethoxy-phenoxy)-acetamide 

N-[2-(4-Dimethylamino-piperidin-1-yl)-4-methyl-pyrido[2,3-d]pyrim 

trifluoromethoxy-phenoxy)-acetamide 

2-(2-Chloro-44rifluoromethoxy^ 
1 0 pyrido[2,3-d]pyrimidin-6-yl]-acetamide 

2-(2-Chloro-4-trifluorometho^ 

d]pyrimidin-6-yl)-acetamide 

2-(2-Chloro-44rifluoromethoxy-p^ 

pyrido[2,3-d]pyrimidin-6-yl]-acetamide 
15 2-(2-Chloro-4-trifluoromethoxy-p^^^ 

methyl-pyrido[2,3-d]pyrimidin-6--yl}-acetamide 

2-(2-Chloro-4-trif!uoromethox 

methyl-pyridop^-dlpyrimidin-e-yll-acetamide 

2-(2-Chloro-4-trifluorometho^ 
20 pyrido[2,3-d]pyrimidin-6-yl]-acetamide 

2-(2-ChIoro-44rifluoromethoxy-phenoxy)-N-[2-(4-dimethylamino-pip 

n»1-yl)-4-methyl-pyrido[2,3-d]pyrimidin-6-yI]-"acetamide 

2-(4-Chloro-phenoxy)»N-(4-methyI-2-piperazin-1-yl-pyrido[2,3-d]pyrimidin 

acetamide 

25 2-(4~Chloro-phenoxy)-N-[4-methyl-2-(4-methyl-[1,4]diazepan-1-yl)-p 
d]pyrimidin-6-yl]-acetamide 
2-(4-Chloro-phenoxy)-N-[4-methy^^ 
yl]~acetamide 

2-(4-ChloroiDhenoxy)-N-[4-^ 
30 d]pyrimidin-6-yl]-acetamide 

2-(4-Ch(oro-phenoxy)-N-{2-[4-(2-hy^ 
d]pyrimidin-6-yl}-acetamide 

2-(4-Chloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-m 
d]pyrimidin-6-yl]~acetamide 
35 2-(4-Ch!oro-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-4-m 
d]pyrimidin~6~yl]~acetamide 
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N-(4-Methyl-2-piperazin-^ 

N^2~[4-(2-Hydroxy-eth^ 

tolyloxy-acetamide 

N-[4-Methyl-2-(4-methyl-piperazin-1^ 
5 acetamide 

N-[4-Methyl-2-(4-methy^^ 
acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-pipe^ 
acetamide 
10 N-[2-(2,5-Diaza-bicyclo[2.2J]te^ 
tolyloxy-acetamide 
N-[2-(4-Dimethylamino-piperidin-1^ 
acetamide 

N-(4-Methyl-2-piperazin-1-yl-pyrido[2,3-d]p^^^ 
15 acetamide 

N-[4-Methyl-2-(4-methyK^ 

trifluoromethyl-phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyl-piperazm^ 

phenoxy)-acetamide 
20 N»{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl»pyrido[2,3-d]pyri 

trifluoromethyl-phenoxy)-acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pyrido[2,3-d]pyrimidin^ 
trifluoromethyl-phenoxy)-acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pyrido[2,3-d]pyrimidin^ 
25 trifluoromethyl-phenoxy)-acetamide 

N-[2-(4-Dimethylamino»piperidin-1-yl)-4-methyl-pyrido[2,3-d]pyrimidin-6-yl]-2- 

trifluoromethyl-phenoxy)-acetamide 

2-(4-Bromo-phenoxy)-N-(4-methyl-2-pi^^ 

acetamide 

30 2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-methyl-[1 ,4]diazepan-1 -yl)-pyrido[2,3- 
d]pyrimidin-6-yl]-acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-pyrido[2,3-d]pyrimi^ 
yl]-acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-py 
35 d]pyrimidin-6-yl]-acetamide 
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2-(4-Bromo-phenoxy)-N-{2-[^ 
d]pyrimidin-6-yl}-acetamide 

2-(4-Bromo-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-4-me 
d]pyrimidin-6-yl]-acetamide 
5 2-(4-Bromo-phenoxy)-N-[2-(4-dimethylamm^ 
d]pyrimidin-6-yl]-acetamide 
N-(4-Methyl-2-piperazin-1-yl-pyrido[2,3^ 
propionamide 

N-[4-Methyl-2-(4-methyl-[1,4]diazepan^ 
1 0 trifluoromethoxy-phenyl)-propionamide 
N-[4-Methyl-2-(4-methyl-pipera^^ 
trifluoromethoxy-phenyl)-propionamide 

N42-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyI-pyrido[2,3-d]pyrimidin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-propionamide 
1 5 N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-pyrido[2,3-d]pyrimidin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-propionamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pyrido[2,3-d]pyrimid 
trifluoromethoxy-phenyl)-propionamide 

N-[2-(4-Dimethylamino-piperidin~1-yl)-4-methyl-pyrido[2,3-d]pyrimid 
20 trifluoromethoxy-phenyl)-propionamide 

(E)-N-(4-Methyl-2-piperazin-1-yl-pyrido 

phenyl)-acrylamide 

(E)-N-[4-Methyl-2-(4-me^ 

trifluoromethoxy-phenyl)-acrylamide 
25 (E)-N-[4-Methyl-2-(4-m^ 

trifluoromethoxy-phenyl)-acrylamide 

(E)-N-{2-[4-(2-Hydroxy-ethyl)-pipe^ 

trifluoromethoxy-phenyl)-acrylamide 

(E)-N-[2-(4-Dimethylamino^ 
30 trifluoromethoxy-phenyl)-acrylannide 

E)-N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pyrido[2,3-d]pyri 

trifluoromethoxy~phenyl)-acrylamide 

(E)-N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-pyrido[2,3-d]pyrimidin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-acrylamide 
35 3-(4-Chloro-phenyl)-N-(4-me^^ 
propionamide 



WO 2004/052370 PCT/DK2003/000857 

59 

3-(4-Chloro-phenyl)-N-[4-methyl-2-(4-methyl-[1,4]d 
6-yl]-propionamide 

3-(4-Chloro-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-y^ 
yl]-propionamide 
5 3-(4<;hloro-phenyl)-N-{2-[4-(2^ 
d]pyrimidin-6-yl}-propionamide 

3-(4-Chloro-phenyl)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperidin-1-y^ 
d]pyrimidin-6-yl]-propionamide 
3-(4-Chloro-phenyl)-N^^ 
1 0 d]pyrimidin-6-yl]-propionamide 
3-(4-Chloro-phenyl)-N-[2-(4-^^ 
d]pyrimidin-6-yl]-propionamide 

2-(2,4-Dichloro-phenoxy)-N-(4-methyl-2-piperazin-1-yl-pyrido[2,3-d]pyrimW 
acetamide 

1 5 2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-[1 ,4]diazepan-1 -yl)-pyrido[2,3- 
d]pyrimidin-6-yl]-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-py 
d]pyrimidin-6-yl]-acetamide 
2-(2,4-Dichloro-phenoxy)-N-{2^4-(2-hy^ 
20 d]pyrimidin-6-yl}-acetamide 

2-(2,4-Dichloro-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-meth^^ 
d]pyrimidin-6-yl]-acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pyrido[2,3-d]pyrim 
dichloro-phenoxy)-acetamide 
25 2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4»pyrrolidin-1-yl-piperidin-1^ 
d]pyrimidin-6-yl]-acetamide 

N-(4-Methyl-2-piperazin-1-yl-pteridin-6-yl)~2-(4-trifluoromethoxy-phenoxy)-acetam 

N-(4-Methyl-2-piperazin-1-yl-pteridin-6-yl)-2-(44rifluoromethoxy-phen 

N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-pteridin-6-yl]-2-(4-trifluoro^ 
30 acetamide 

N-[4-Methyl-2-(4-pyrrolidin-^^ 

phenoxy)-acetamide 

N-[4-Methyl-2-(4-methyl-[1,4]diazep 

phenoxy)-acetamide 
35 N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl--pteridin-6-yl}-2-(4 

-trifluoromethoxy-phenoxy)-acetamide 
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N-[2-(2,5-Diaza-bicyclo[2.2.1]hept^ 
phenoxy)-acetamide 
N~[2-(4-Dimethylamino-piperidin-1^ 
phenoxy)-acetamide 
5 2-(2-Chloro-4-trifluoromethoxy-phenoxy)-N-[4-methyI-2-(4-^ 
pteridin-6-yl]-acetamide 
2-(2-Ch!oro-44rifluoromethoxy-ph^^ 
acetamide 

2-(2-ChIoro-44rifluoromethoxy-pte^^ 
1 0 pteridin-6-yl]-acetamide 

2-(2-Chloro-44rmuoromethoxy-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)-piperazi 

methyI-pteridin-6-yl}-acetamide 

2-(2-Chloro-4-trifluoromethoxy 

methyl-pteridin-6-y!]-acetamide 
1 5 2-(2-Chloro-44rifluoromett^ 

pteridin-6»yl]-acetamide 

2-(2-Chloro-4-trifluorom 

methyl-pteridin-6-yl]-acetamide 

2-(4-Chloro-phenoxy)-N-(4-methyl-2-piperazin-1-yl-pteridin-6^ 
20 2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-methyl-[1,4]diazepan-1-yl)^ 
acetamide 

2-(4-Chloro-phenoxy)-N-[4-met 

2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperidin 
acetamide 
25 2-(4-Chloro-phenoxy)-N-{2^^ 
acetamide 

2-(4-Chloro~phenoxy)-N-[2-(4^ 
acetamide 

2-(4-Chloro-phenoxy)-N-[2-(2,5^ 

30 acetamide 

N-(4-Methyl-2-piperazin-1-yl-pteridin-6-yl)-2-p-tolyloxy-acetamide 
N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pteridin-6-yl}-2-p4oly^ 
N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-pteridin-6-yl]-2-p-tolyioxy-acetamid 
N-[4-Methyl-2-(4»methyl-[1,4]diazepan-1-yl)-pteridin-6-yl]-2-p-tolyloxy-acetamide 

35 N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pteridin-6-yl]^ 

N»[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pteridin-6-yl]-2-p4o 
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N-[2-(4-Dimethylamino-piperidin-1-yl)-4-methyl-pteridin-6-yl]-2-p4olyloxy-acetamide 
N-(4-Methyl-2-piperazin-1-yl-pteridin-6-yl)-2-(4-trifluoromethyl-phenoxy)-acetamide 
N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-pteridin-6-yl]-2-(4-trifluoromethyl-phenoxy)- 
acetamide 

5 N44-Methyl-2-(4-methyl-piperazin-1-yl)-pteridin-6-yl]-2-(4-trifluoromethyl-phenoxy)- 
acetamide 

N-{2-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pteridin-6-yl}-2-(4-trifluoromethyl- 
phenoxy)-acetamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pteridin-6-yl]-2-(4-trifluoromethyl- 
10 phenoxy)-acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2J]hept-2-yl)-4-methyl-pteridin-6-yl]-2-(4-trifluoromethyl- 
phenoxy)-acetamide 

N^2-(4-Dimethylamino-piperidin-1-yl)-4-methyl-pteridin-6-yl]-2-(4-trifluoromethyl- 
phenoxy)-acetamide 
1 5 2-(4-Bromo-phenoxy)-N-(4-methyl-2-piperazin-1 -yl-pteridin-6-yl)-acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-methyl-[1 ,4]diazepan-1-yl)-pteridin-6-yl]- 
acetamide 

2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-pteridin-6-yl]-acetamide 
2-(4-Bromo-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pteridin-6-yl]- 
20 acetamide 

2-(4-Bromo-phenoxy)-N-{2-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pteridin-6-yl}- 
acetamide 

2-(4-Bromo-phenoxy)-N-[2-(2,5-diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pteridin-6-yl]- 
acetamide 

25 2-(4-Bromo-phenoxy)-N-[2-(4-dimethylamino-piperidin-1-yl)-4-methyl-pteridin-6-yl]- 
acetamide 

N-(4-Methyl-2-piperazin-1-yl-pteridin-6-yl)-3-(4-trifluoromethoxy-phenyl)-propionamide 

N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-pteridin-6-yl]-3-(4-trifluoromethoxy-phenyl)- 

propionamide 

30 N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-pteridin-6-yl]-3-(44rifluoromethoxy-phenyl)- 
propionamide 

N42-[4-(2-Hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pteridin-6-yl}-3-(44rifluoromethoxy- 
phenyl)-propionamide 

N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pteridin-6-yl]-3-(4-trifluoromethoxy- 
35 phenyl)-propionamide 

N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-pteridin-6-yl]-3-(4- 
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trifluoromethoxy-phenyl)-propionamide 

N-[2-(4-Dimethylamino-piperW^ 

phenyl)-propionamide 

(E)-N-(4-MethyI-2-piperazin-1-yl-pteridin-6-yl)-3-(44rifluorom 
5 (E)-N-[4-Methyl-2-(4-methyH1,4]^^ 
phenyl)-acrylamide 

(E)-N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-pteridin-6»yl]-3-(44rifluoro 
acrylamide 

(E)-N-{2-[4-(2-Hydroxy-ethyl)-piperazi^^ 
1 0 trifluoromethoxy-phenyl)-acrylamide 

(E)-N-[2-(4-Dimethylamino-piperidin-1^ 
phenyl)-acrylamide 

E)-N-[2-(2,5-Diaza-bicyclo[2.2.1]hept^^^ 
phenyl)-acrylamide 

1 5 (E)-N-[4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-pteridin-6-yl]-3-(4-trifluoromethoxy- 
phenyl)-acrylamide 

3-(4-Chloro-phenyl)-N-(4-methyl-2-piperazin-1-yl-pteridin-6-yl)-propi^ 
3-(4-Chloro-phenyl)-N-[4-methyl-2^ 
propionamide 
20 3-(4-Chloro-phenyl)-N-[4-m^ 

3-(4-Chloro-phenyl)»N-{2-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-4-methyl-pteridi^ 
propionamide 

3-(4-Chloro-phenyl)-N^4-methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-pteridin 
propionamide 
25 3-(4-Chloro-pheny[)-N-[2-(2,^ 
propionamide 

3~(4-Chloro-phenyl)-N-[2-(4-dimethylamino-piperidin-1»yl)-4»methyl-pteridin^ 
propionamide 

2-(2,4-Dichloro-phenoxy)-N-(4-methyl-2-piperazin-l--yl-pteridin-6-yl)-acetamide 
30 2-(2,4-Dichloro-phenoxy)-N^4-methyl-2-(4-methyl-[1,4]diazepan-1-yl)-pteri 
acetamide 

2-(2,4-Dichloro-phenoxy)-N-[4-methy^ 
acetamide 

2-(2,4-Dichloro-phenoxy)-N42-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-4-methyl^ 
35 yl}-acetamide 
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2-(2,4-Dichloro-phenoxy)-N-^ 
acetamide 

N-[2-(2,5-Diaza-bicyclo[2.2.^^ 
phenoxy)-acetamide 
5 2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)^^^ 
acetamide 

2-(4-Thiomethoxy-phenoxy)-N-[4-^ 
acetamide, 

2-(4-Propyl-phenoxy)-N-[4-methyl-2-^ 
10 2-(4-Trifluorothiomethoxy-ph^^ 
yl]-acetamide, 

2-(4-Bromo-2-f!uoro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-l-yl)-quinol 
acetamide, 

2-(4-Methoxy-24luoro-phenoxy)-N-[4-methyl-2-(4-methy!~piperazin-1^ 
15 acetamide, 

2-(4-Isopropoxy-phenoxy)-N44-mett 
acetamide, 

2-(2-Chloro-4-ethoxy-phenoxy)«N-[4-methyl-2-(4-methyI-piperazin-1-yl)^^ 
acetamide, 
20 2-(4-Trifluoromethoxy-2-fluoro^ 
quinolin-6-yl]-acetamide, 

2-(4-Chloro-2-fluoro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin- 
acetamide, 

2-(2-Chloro-4-isopropoxy-phenoxy 
25 yl]-acetamide, 

2-(2-Chloro-4-ethyl-phenoxy)-N-^ 
acetamide, 

2- (4~Trifluoromethyl-2-fl^ 
6-yl]-acetamide, 

30 3-(4-Thiomethoxy-phenyl)-N-[4-m 
acrylamide, 

3- (4-Propyl-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin 
3-(4-Trifluorothiomethoxy-pheny^^ 

yl]-acrylamide, 
35 3-(4-Bromo-2-fluoro-phenyl)^ 
acrylamide, 
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3-(4-Methoxy-2-fluoro-phenyl)-N-[4-m^ 
acrylamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4»methyl-piperazin 
acrylamide, 

5 3-(2-Chloro-4-ethoxy-phenyl)-N-[4-methyl-2-(4-methyl^ 
acrylamide, 

3-(4-Trifluoromethoxy-2-fluoro-phenyl)-N»[4-methyl-2-(4-meth 
6-yl]-acrylamide, 
3-(4-Chloro-2-fluoro-phenyO^ 
10 acrylamide, 

3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-^ 
acrylamide, 

3-(2-Chloro-4-ethyl-phenyl)-N44-methyl-2-(4-methyl-pipe^ 
acrylamide, 
15 3-(4-Trifluoromethyl^ 
yl]-acrylamide, 

3-(4-Thiomethoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yO 
propionamide, 
3-(4-Propyl-phenyl)-N-[4-^ 
20 propionamide, 

3-(4-Trifluorothiomethoxy-phenyl)-N-[4-methyl-2-(4-methyl-pip 

yl]-propionamide, 

3-(4-Bromo-24luoro-phenyl)-N^ 

propionamide, 

25 3-(4-Methoxy-2-fluoro-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-qu 
propionamide, 

3-(4-lsopropoxy-phenyl)-N«[4-methyl-2-(4-methyl-piperazin-1-yl)-quinoli 
propionamide, 

3-(2-Chloro-4-ethoxy-phenyl)-N-^ 
30 propionamide, 

3-(4-Trifluoromethoxy~24luoro^ 

6-yl]-propionamide, 

3~(4-Chloro-2-fluoro-phenyl)~N-^^ 

propionamide, 
35 3-(2-Chloro-4-isopropoxy-pheny^ 

propionamide, 
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3-(2-Chloro-4-eth^ 
propionamide, 
3-(4-Trifluoromethyl-2-fl^ 
yl]-propionamide, 
5 2-(4-Thiomethoxyi3henoxy)-N-[4-m 
acetamide, 

2-(4-Propyl-phenoxy)-N-[4-m 
acetamide, 

2-(4-Trifluorothiomethoxy-phenoxy)-^ 
1 0 quinolin-6-yl]-acetamide, 

2-(4-Bromo-2-fluoro-phenoxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)-quino 
acetamide, 

2-(4-Methoxy-2-fluoro-phenoxy)-N-[4-meth^^ 
yl]-acetamide, 
15 2-(4-lsopropoxy-phenoxy)-N-[4-methyl-2-^ 
acetamide, 

2-(2-Chloro-4-ethoxy-phenoxy)-N-[4-meto^^ 
yl]-acetamide, 

2-(4-Trifluoromethoxy-2-fluoro^ 
20 quinoIin-6-yI]-acetamide, 

2-(4-Chloro-24luoro-phenoxy)»N-[4-methyl-2-(4-pyrrolidino-piperidin- 
acetamide, 

2-(2-Chloro-4-isopropoxy~phen 
6-yl]-acetamide, 

25 2-(2-Chloro-4-ethyl-phenoxy)-N~[4-methyl-2-(4-pyrrolidino-piperidin" 
acetamide, 

2- (4-Trifluoromethyl-24luoro^ 
quinolin-6-yI]~acetamide, 

3- (4-Thiomethoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1^ 
30 acrylamide, 

3-(4-Propyl-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)-quinolin^ 
acrylamide, 

3-(4-Trifluorothiomethoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidin 
6-yl]-acrylamide, 
35 3-(4-Bromo-2-fluoro-phenyl)-N^ 
acrylamide, 
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3-(4-Methoxy-2-fluoro-phenyl)-N-[4-methyl-2-(4-pyrrolidin 
acrylamide, 

3-(4-Isopropoxy-phenyl)-N^4-methyi-2-(4-pyrrolidino-piperidin-1-yl)-^ 
acrylamide, 

5 3»(2-Chloro-4-ethoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1^ 
acrylamide, 

3-(4-Trifluoromethoxy-24luoro^ 
quinolin-6-yl]-acrylamide, 

3-(4-Chloro-2-fluoro-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-y^ 
10 acrylamide, 

3-(2-Chloro-4-isopropoxy-phenyO 
6-yl]-acrylamide, 

3-(2-Chloro-4-ethyl-phenyl)-N^4-m 

acrylamide, 
15 3-(4-Trifluoromethyl-2-fl^ 

quinolin-6-yl]-acrylamide, 

3-(4-Thiomethoxy-phenyl)-N44-methyl^ 

propionamide, 

3-(4-Propyl-phenyl)-N-[4-m 
20 propionamide, 

3-(4-Trifluorothiomethoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperi 

6-yl]-propionamide, 

3-(4-Bromo-2-fluoro-phenyl)-N^ 

propionamide, 
25 3-(4-Methoxy-2-fluoro-phenyI)-N-^ 

propionamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yI)-quinolin-6-yO 
propionamide, 

3-(2~Chloro-4-ethoxy-phenyl)-NH4-m 
30 propionamide, 

3-(4-Trifluoromethoxy-2-fluoro-phe^ 
quinolin-6-yl]-propionamide, 

3-(4-Chloro-2»fluoro-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)-^ 
propionamide, 

35 3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)-quin 
6-yl]-propionamide, 
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3-(2~Chloro-4-ethyl-p^ 
propionamide, 
3-(4-Trifluoromethyl-2-fluo^ 
quinolin-6-yl]-propionamide, 
5 2-(4«Thiomethoxy-phenoxy)-N-[4-methyl-2-(4~dimethylamino-pip 
yl]-acetamide, 

2-(4-Propyl-phenoxy)-N-[4-methy^^ 
acetamide, 

2-(4-Trifluorothiomethoxy~phen^^ 
1 0 quinolin-6-yl]-acetamide, 

2-(4-Bromo-2-fluoro-phenoxy)-N-[4-^ 
6-yl]-acetamide, 

2-(4-Methoxy-2-fluoro-phenoxy)-N^^ 
quinolin-6-yl]-acetamide, 
15 2-(4-lsopropoxy-phenoxy)-N-[4-methyl-2-(4-dimethylamino-piperidin- 
acetamide, 

2-(2-Chloro-4-ethoxy-phenoxy)-N^ 
6-yl]-acetamide, 
2-(4-Trifluoromethoxy-24luoro^ 
20 yl)-quinolin-6-yl]~acetamide, 

2-(4-Chloro-2-fluoro-phenoxy)-N-[4-methyl-2-(4-dimethylaminO"piperidi 
6-yl]-acetamide, 

2-(2-Chloro-4-isopropoxy-phenoxy)-N^4-^ 
quinolin-6-yl]-acetamide, 
25 2-(2-Chloro-4-ethyl-phenoxy)-N-[4-methyl-2»(4-dimethylamin 
yl]-acetamide, 

2- (4-Trifluoromethyl-2-fluoro-phenoxy)-N-[4-methyl-2-(4-dim 
quinolin-6-yl]-acetamide, 

3- (4-Thiomethoxy-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperid^ 
30 acrylamide, 

3-(4-Propyl-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperidin~ 
acrylamide, 

3-(4-Trifluorothiomethoxy-^^ 
quinolin-6-yl]-acrylamide, 
35 3-(4-Bromo-24luoro-phenyl)-N^ 
yl]-acrylamide, 
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3-(4-Methoxy-2-fiuoro-phenyl)~N-[4-methyl»2-(4-dimethyiamin 
6-yl]-acrylamide, 

3-(4-lsopropoxy-phenyl)-N-[4HTiethy^^ 
acrylamide, 
5 3-(2-Chloro-4-ethoxy-phenyl)-N-[4-m 
yl]-acrylamide, 

3-(4-Trifluoromethoxy-2-fluoro-ph^ 
quinolin-6-yl]-acrylamide, 
3-(4-Chloro-2-fluoro-phenyl)-N-[4-m 
10 yl]-acrylamide, 

3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperidi 
quinolin-6-yI]-acrylamide, 

3-(2-Chloro-4-ethyl-phenyl)-N-[4-methyl-2-(4-dimethyIamin^^ 
yl]-acrylamide, 
15 3-(4-Trtfluoromethyl^^ 
quinolin-6-yl]-acrylamide, 
3-(4-Thiomethoxy-phenyl)-N-[4nr^ 
propionamide, 

3-(4-Propyl-phenyl)-N44~met^ 
20 propionamide, 

3-(4-Trifluorothiomethoxy-phenyl)»N-[4-methyl-2-(4-dimethylam 
quinolin-6-yI]-propionamide, 

3-(4-Bromo-2-fluoro-phenyl)-N-[4-methyl-2-(4-dimethylamino»piperi 
yl]-propionamide, 
25 3-(4-Methoxy-2-fIuoro-phenyl)-N-^ 
6-yl]-propionamide, 
3-(4-Isopropoxy-phenyi)-N-[4-m^ 
propionamide, 

3-(2-Chloro-4-ethoxy-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl^ 
30 yl]-propionamide, 

3-(4-Trifluoromethoxy-2-fluoro-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperidin 

quinolin-6-yl]-propionamide, 

3-(4-Chloro-2-fluoro-phenyl)-N-^^ 

yl]-propionamide, 

35 3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl)- 
quinolin-6-yl]-propionamide, 
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3-(2-Chloro-4-ethyl-phen^ 
yl]-propionamide, 

3-(4-Trifluoromethyl-2-fluoro-phenyl)-N-[4-methyl-2-(4-di 
quinolin-6-yl]-propionamide, 
5 2-(4~Thiomethoxy-phenoxy)-N-[4-m 
acetamide, 

2-(4-Propyl-phenoxy)-N-[4-me^ 
acetamide, 

2-(4-Trifluorothiomethoxy-pheno 
10 6-yl]-acetamide, 

2-(4-Bromo-24luoro-phenoxy)-N-[4-m 
acetamide, 

2-(4-Methoxy-2-fluoro-phenoxy)-N-[4-m 
yl]-acetamide, 
15 2-(4-lsopropoxy-phenoxy)-N-[4-me^ 
acetamide, 

2-(2-ChIoro-4-ethoxy-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]- 
acetamide, 

2-(4-Trifluoromethoxy-2-fluoro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)- 
20 quinazolin-6-yl]-acetamide, 

2-(4-Chloro-24luoro-phenoxy)-N-[4-^ 
acetamide, 

2-(2-Chloro-4-isopropoxy-phenoxy)^ 
6-yl]-acetamide, 
25 2-(2-Chioro-4-ethyl-phenoxy)-N-[4-^ 
acetamide, 

2- (4-Trifluoromethyl-2-fluoro^ 
quinazolin-6-yI]-acetamide, 

3- (4-Thiomethoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-y^ 
30 acrylamide, 

3-(4-Propyl-phenyl)-N-[4-methyl^ 

3-(4-Trifluorothiomethoxy-ph^ 

yl]-acrylamide, 

3-(4-Bromo~24luoro-phenyl)-N^4-m 
35 acrylamide, 
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3-(4-Methoxy-2-fluoro-phenyl)-N-[4-m 
acrylamide, 

3-(4-Isopropoxy-phenyl)-N44-methyl-2-(4-^ 
acrylamide, 

5 3-(2-Chloro-4-ethoxy-phenyl)-N-[4-methyl-2-(4~methyl-piperazi 
acrylamide, 

3-(4-Trifluoromethoxy«2-fluoro-phenyl)-N-[4-methyl-2-(4-methyl-piperazin--1-yl)- 
quinazolin-6-yl]-acrylamide, 

3-(4-Chloro-2-fluoro-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-y^ 
10 acrylamide, 

3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-q 
yl]-acrylamide, 

3-(2-Chloro-4-ethyl-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)^^ 
acrylamide, 
15 3-(4-Trifluoromethyl-24l^ 
quinazolin-6-yl]-acryIamide, 

3-(4-Thiomethoxy-phenyl)-N-[4-methyl-2~(4-methyl-piperazin-1-yl)-quinazolin 
propionamide, 

3-(4-Propyl-phenyl)»N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quin 
20 propionamide, 

3-(4-Trifluorothiomethoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin 

yl]-propionamide, 

3-(4-Bromo-2-fluoro-phenyl)-^ 

propionamide, 
25 3-(4-Methoxy-2-fluoro-phenyl)-N-[4-m^ 

propionamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazo 
propionamide, 

3-(2-Chloro-4-ethoxy-phenyl)-N-[4-m 
30 propionamide, 

3-(4-Trifluoromethoxy-24luoro-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)- 

quinazolin-6-yl]-propionamide, 

3~(4~Chloro-2~fluoro-phenyl)-N-[4-met^^^ 

propionamide, 
35 3-(2-Chloro-4-isopropoxy-phenyl)-^ 

yl]-propionamide, 
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3-(2-Chloro-4-ethyl-ph^^ 
propionamide, 
3-(4-TnTluoromethyl^ 
quinazolin-6-yl]-propionamide, 
5 2-(4-Thiomethoxy-phenoxy)-N-[4-m 
acetamide, 

2-(4-Propyl-phenoxy)-N44-methyl-2-(4-pyrrolidino-piperidin-1-yl)-qui 
acetamide, 

2-(4-Trifluorothiomethoxy~phe^ 
1 0 quinazolin-6-yl]-acetamide, 

2-(4-Bromo-24luoro-phenoxy)-N-^^ 
yl]-acetamide, 

2-(4-Methoxy-2-fluoro-phenoxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin^ 
6-yl]-acetamide, 

15 2-(4-lsopropoxy-phenoxy)-N-[4-methyi-2-(4-pyrrolidino-piperidin-1-yl)-qu 
acetamide, 

2-(2-Chloro-4-ethoxy-phenoxy)-N-[4-me 
6-yl]-acetamide, 

2-(4-Trifluoromethoxy-2-fluoro-phenoxy)-N-t4-methyl-2»(4-pyrrolidino-piperidin-1-yl)- 
20 quinazolin-6-yl]-acetamide, 

2-(4-Chloro-2-fluoro-phenoxy)^ 
yl]-acetamide, 

2-(2-Chloro-4-isopropoxy-phenoxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)- 
quinazolin-6-yl]-acetamide, 
25 2-(2-Chloro-4-ethyl-phenoxy)-N^^ 
yl]-acetamide, 

2- (4-Trifluoromethyl-2-fluoro-phenoxy)-N-[4-methyl-2-(4-pyrrolidino-piperid 
quinazoiin-6-yl]-acetamide, 

3- (4-Thiomethoxy-phenyl)-N-^ 
30 acrylamide, 

3-(4-Propyl-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)-q 
acrylamide, 

3-(4-Trifluorothiomethoxy-phenyl)-N»[4-methyl-2-(4-pyrrolidino-pip 
quinazolin-6-yl]-acrylamide, 
35 3-(4-Bromo-2-fluoro-phenyl> 
yl]-acrylamide, 



WO 2004/052370 PCT/DK2003/000857 

72 

3-(4"Methoxy-2-fluoro-phenyl)-N-[4-methyl-2-(4-pyrrolidin 
yl]-acrylamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4-pyrroIidino-piperidin-1^ 
acrylamide, 

5 3-(2-ChIoro-4-ethoxy-phenyl)-N44-methyl-2-(4-pyrrolidino-piperidin- 
yl]-acrylamide, 

3~(4-Trifluoromethoxy-24luoro-phenyi)^ 
quinazolin-6-yl]-acrylamide, 
3-(4-Chloro-2-fluoro-phenyl)-^ 
10 yl]-acrylamide, 

3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-m 
quinazolin-6-yl]-acrylamide, 

3-(2-Chloro-4-ethyl-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperi 
acrylamide, 

15 3-(4-Trifluoromethyl-2-fluoro-phenyl)-N»[4-methyl-2-(4^ 

quinazolin-6-yl]-acrylamide, 

3-(4-Thiomethoxy-phenyl)-N-[4-me^ 

propionamide, 

3-(4-Propyl-phenyl)-N-[4-^^ 
20 propionamide, 

3-(4-Trifluorothiomethoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-p 

quinazolin-6-yl]-propionamide, 

3-(4-Bromo-2-fluoro-phenyl)-N-^ 

yl]-propionamide, 

25 3~(4-Methoxy-2-fluoro-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin^ 
yl]-propionamide, 

3-(4-Isopropoxy-phenyl)-N-[4-methyl-2^ 
propionamide, 

3-(2~Chloro-4-ethoxy-phenyl)-N-[4-methyl-2-(4-pyrroiidino-piperidin-1^ 
30 yl]-propionamide, 

3-(4-Trifluoromethoxy-2-fl^ 
quinazolin-6-yl]-propionamide, 
3-(4-Chloro-24luoro-phenyl)-N-[4-m 
yl]-propionamide, 

35 3-(2-Chloro-4-isopropoxy-phenyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)- 
quinazolin-6-yl]-propionamide, 
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3-(2-Chloro-4-ethyl-ph^ 
propionamide, 
3-(4-Trifluoromethyl-2^ 
quinazolin-6-yl]-propionamide, 
5 2-(4-Thiomethoxy-phenoxy)-N-[4-methyl-2-(4-dimethylamino-piperid 
6-yi]-acetamide, 

2-(4-Propyl-phenoxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-1^ 
acetamide, 

2-(4-Trifluorothiomethoxy-phenoxy)-N-[4-methyl-2-(4-dimethylam 
1 0 quinazolin-6-yl]-acetamide, 

2-(4-Bromo-2-fluoro-phenoxy)-N-[4-^ 
quinazolin-6-yl]-acetamide, 

2-(4-Methoxy-2-fluoro-phenoxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl^ 
quinazolin-6-yl]-acetamide, 
15 2-(4-lsopropoxy-phenoxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-1^ 
yl]-acetamide, 

2-(2-Chloro-4-ethoxy-phenoxy)-N-[4-me^^ 

quinazolin-6-yl]-acetamide, 

2-(4-Trifluoromethoxy-24luoro-ph^ 
20 yl)-quinazolin-6-yl]»acetamide, 

2-(4-Chloro-2-fluoro-phenoxy)-^ 

quinazolin-6-yl]-acetamide, 

2-(2-Chloro-4-isopropoxy-phenoxy)-N-^ 

quinazolin-6-yl]-acetamide, 
25 2-(2-Chloro-4-ethyl-phenoxy)-N-[4-methyl-2-(4-dimethylamino 

quinazo!in-6-yl]-acetamide, 

2- (4-Trifluoromethyl-2-fluoro^ 
quinazolin-6-yl]~acetamide, 

3- (4-Thiomethoxy-phenyl)-N-[4-methyl~2»(4-dimethylamino-^ 
30 yi]-acrylamide, 

3-(4-Propyl-pheny[)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl)-qui 
acrylamide, 

3-(4-Trifluorothiomethoxy^^^ 
quinazolin-6-yl]-acrylamide, 
35 3-(4-Bromo-2-fluoro-phenyl)-N-^ 
6-yl]-acrylamide, 
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3-(4-Methoxy-2-fluoro-phe^ 
quinazolin-6-yl]-acrylamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperW 

yl]-acrylamide, 
5 3-(2-Chloro-4H*thoxy-phenyl)-^^ 

quinazolin-6-yl]-acryIamide, 

3-(4-Trifluoromethoxy-24luo^ 

quinazolin-6-yl]-acrylamide, 

3-(4-Chloro-24luoro-phenyl)^ 
1 0 6-yl]-acrylamide, 

3-(2-Chloro-4nsopropoxy-phenyl)-N-[4-methyl-2-(4-dimethyIamino 

quinazolin-6-yl]-acrylamide, 

3-(2-Chloro-4-ethyl-phenyl)-N-[4-^ 

6-yl]-acrylamide, 
15 3-(4-Trifluoromethyl-2-fluoro 

quinazolin-6-yl]-acrylamide, 

3-(4-Thiomethoxy-phenyl)-N-[4-m 

yl]-propionamide, 

3-(4-Propyl-phenyl)-N-[4-methyI-2-(4-dimethylamino-piperidin-1-yl)» 
20 propionamide, 

3-(4-Trifluorothiomethoxy-ph^ 

quinazolin-6-yl]-propionamide, 

3-(4-Bromo-2-fluoro-phenyI)-N-[4-m 

6-yl]-propionamide, 
25 3-(4-Methoxy-2-fluoro-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperi 

quinazolin-6-yl]-propionamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl^ 
ylj-propionamide, 

3-(2-Chloro-4-ethoxy-phenyl)-N-^ 
30 quinazolin-6-yl]-propionamide, 

3-(4-Trifluoromethoxy-2-fluoro~phenyl)-N-[4-methyl-2-(4-dimethylam 
quinazolin-6-yl]-propionamide, 

3-(4-Chloro-2-fluoro-phenyl)-N44-methyl-2-(4-dimethylamino-piperidin 
6-yl]-propionamide, 
35 3-(2-Chloro-4-isopropoxy~phenyl)^ 
quinazolin~6-yl]-propionamide, 
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3-(2-Chloro-4-ethyl-phenyl)-N44-methyl-2-(4-dim 
6-yl]-propionamide, 
3-(4-Trifluoromethyl-2~fl^ 
quinazolin-6-yl]-propionamide, 

5 

3-(4-Chloro-24hienyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-^ 
propionamide, 

3-(5-Chloro-24hienyl)-N-[4-methyl-2-(4-methyl-piperazin 
propionamide, 
10 3-(5-Chloro-34hienyl)-N-[4-met^ 
propionamide, 

3-(5-Trifluoromethyl-3-thienyO 
propionamide, 

2-(4-Chloro-24hienyloxy)-N-[4-methyl-2"(4-methyl-piperazin-1-yl)-quinolin-^ 
1 5 acetamide, 

2-(5-Chloro-24hienyloxy^ 
acetamide, 

2- (5-Chloro-3-thienyloxy)-N-[4-methyi-2-(4-methyl-piperazin-1-yl)-qui 
acetamide, 

20 2-(5-Trifluoromethyl-3-thieny^ 
acetamide, 

3- (4-Methyl-24hienyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)^^ 
propionamide, 

3-(5-Methyl-24hienyl)-N-[4^ 
25 propionamide, 

3-(5-Methyl-3-thienyl)-N-[4-m^ 
propionamide, 

3-(5-Trifluoromethoxy-34hienyl)-N-^ 
propionamide, 
30 2-(4-Methyl-24hienyloxy)-N~[4-^^ 
acetamide, 

2-(5-Methyl-24hienyl)oxy-N^ 
acetamide, 

2~(5-Methyl-3-thienyloxy)-N-[4-m^ 
35 acetamide, 
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2- (5-Trifluoromethoxy^^ 
yl]-acetamide, 

3- (4-Chloro-2-thienyl)-N-[4-methyl-2-(4-pyrrolidino-pi^^ 
propionamide, 

5 3-(5-Chloro-2-thienyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-y^ l)-quinolin-6-yl]- 
propionamide, 

3-(5-Chloro-34hienyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1^ 
propionamide, 

3-(5-Trifluoromethyl-3-thienyI)-N-[4-methyl-2-(4-pyrrolidin 
10 propionamide, 

2-(4-Chloro-24hienyloxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl l)-quinolin-6-yl]- 
acetamide, 

2-(5-Chloro-24hienyloxy)-N-[4-^^ 
acetamide, 
15 2-(5-Chloro-34hienyloxy)-N-[4-m^ 
acetamide, 

2- (5-Trifluoromethyl-34hienyloxy)-N-[4-methyl-2-(4-pyrrolidino-p 
6-yl]-acetamide, 

3- (4-Methyl-24hienyl)-N-[4-^^ 
20 propionamide, 

3-(5-Methyl-24hienyl)-N-[4-methyI-2-(4-pyrrolidino-piperidin-1-^ 
propionamide, 

3-(5-Methyl»34hienyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yO 
propionamide, 

25 3-(5-Trifluoromethoxy-3-thieny^ 
yl]-propionamide, 

2-(4-Methyl-24hienyloxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1^ 
acetamide, 

2-(5-Methyl-24hienyloxy)-N-[4-methyl-2-(4-pyrrolidino-pi 
30 acetamide, 

2-(5-Methyl-34hienyloxy)-^ 
acetamide, 

2-(5-Trifluoromethoxy-34hienyloxy 
6-yl]-acetamide, 

35 3-(4-Chloro-2-thienyI)-N~[4-methyl-2-(4- dimethylamino-piperidin-1»yl)-quinolin-6-yl]- 
propionamide, 
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3-(5-Chloro-2-thienyl)-N-[4-methyi-2-(4- dimethylamino-piperidin-1 -yl l)-quinolin-6-yl]- 
propionamide, 

3-(5-Chloro-3-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)-quinolin-6-yl]- 
propionamide, 

5 3-(5-Trifluoromethyl-3-thieny!)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)-quinolin- 
6-yl]-propionamide, 

2-(4-Chloro-2-thienyloxy)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl l)-quinolin-6- 
yl]-acetamide, 

2-(5-Chloro-2-thienyloxy)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yl)-quinolin-6-yl]- 
10 acetamide, 

2-(5-Chloro-3-thienyloxy)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)-quinolin-6-yl]- 
acetamide, 

2- (5-Trifluoromethyl-3-thienyloxy)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)- 
q uinolin-6-yl]-acetamide, 

1 5 3-(4-Methyl-2-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)-quinolin-6-yl]- 
propionamide, 

3- (5-Methyl-2-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yl)-quinolin-6-yl]- 
propionamide, 

3-(5-Methyl-3-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yl)-quinolin-6-yl]- 
20 propionamide, 

3-(5-Trifluoromethoxy-3-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)- 
quinolin-6-yl]-propionamide, 

2-(4-Methyl-2-thienyloxy)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)-quinolin-6-yl]- 
acetamide, 

25 2-(5-Methyl-2-thienyloxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl)-quinolin-^ 
acetamide, 

2-(5-Methyl-3-thienyloxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl)-quinolin-6-yl]- 
acetamide, 

2- (5-Trifluoromethoxy-3-thienyloxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-1-yl)- 
30 quinolin-6-yl]-acetamide, 

3- (4-Chloro-2-thienyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]- 
propionamide, 

3-(5-Chloro-2-thienyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]- 
propionamide, 

35 3-(5-Chloro-3-thienyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazolin-6-yl]- 
propionamide, 
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3-(5-TrifluoromethyI-3-thie^ 
propionamide, 
2-(4-Chloro-2-thienyloxy)-N^ 
acetamide, 

5 2-(5-Chloro-24hienyloxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazoi 
acetamide, 

2-(5-Chloro-3-thienyloxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinazoIi 
acetamide, 

2- (5-Trifluoromethyl-3-thienyto^ 
10 yl]-acetamide, 

3- (4-Methyl-24hienyl)-N-[4-methyl-2-(4-methyl-piperazin-^ 
propionamide, 

3-(5-Methyl-24hienyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quin 
propionamide, 
15 3-(5-Methyl-34hienyl)-N-[4-m 
propionamide, 

3-(5-TrifIuoromethoxy-3-thienyl)-N-[4-methyl-2-(4-methyI-piperazm 
yl]-propionamide, 
2-(4-Methyl-24hienyloxy)-N-[4^ 
20 acetamide, 

2-(5-Methyl-24hienyl)oxy-N-[4-met^ 
acetamide, 

2- (5-Methyl-34hienyloxy)-N^ 
acetamide, 

25 2-(5-Trifluoromethoxy-34hienyloxy)"N-[4-methyl-2-(4-methyI-piperazin-1-yl)-quinazolin- 
6-yi]-acetamide, 

3- (4-Chloro-24hienyl)-N-[4-^ 
propionamide, 

3-(5-Chloro-2-thienyl)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl l)-quinazolin-6~yl]- 
30 propionamide, 

3-(5-Chloro-34hienyl)-N-[4-m 
propionamide, 

3-(5-Trifluoromethyl-34hienyl)-N^ 
yl]-propionamide, 

35 2-(4-ChIoro-2-thienyloxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl l)-quinazolin-6-yl]- 
acetamide, 
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2-(5-Chloro-24hienyloxy)-N-[4-methyl-2-(4-pyrrolidino-piperid 
acetamide, 

2- (5-Chloro-3-thienyloxy)-^ 
acetamide, 

5 2-(5~Trifluoromethyl-3-thienyloxy)-^ 
quinazolin-6-yl]-acetamide, 
3~(4-Methyl-2-thienyl)-N-[4-m 
propionamide, 

3- (5-Methyl-24hienyl)-N-[4-met^ 
10 propionamide, 

3-(5-Methyl~34hienyl)-N-[4^ 
propionamide, 

3-(5-Trifluoromethoxy-3-thienyl)-N^^ 
6-yl]-propionamide, 

15 2-(4-Methyl-24hienyIoxy)-N-[4-methyl-2-(4-pyrrolidino-piperidin-1-yl)-quin 
acetamide, 

2-(5-Methyl-2-thienyloxy)-N-[4-met^ 
acetamide, 

2-(5-MethyI-3-thienyloxy)-N-^ 
20 acetamide, 

2- (5-Trifluoromethoxy-3-thienyloxy)-N-[4-methyi-2-(4-pyrrolidino-piperidin-1-yl)- 
quinazolin-6-yl]-acetamide, 

3- (4-Chloro~2-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yi)-quinazolin-6-yl]- 
propionamide, 

25 3-(5-Chloro-2-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl l)-quinazolin-6-yl]- 
propionamide, 

3-(5-Chloro-3-thienyl)-N-[4-methyl-2~(4- dimethylamino-piperidin-1-yl)-quinazolin-6-yl]- 
propionamide, 

3-(5-Trifluoromethyl-34hienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)- 
30 quinazolin-6-yl]-propionamide, 

2»(4-Chloro-2-thienyloxy)-N-[4-methyi-2»(4» dimethylamino-piperidin-1 -yl l)-quinazolin- 
6-yl]-acetamide, 

2-(5-Chloro-2-thienyloxy)-N-[4-methyl-2-(4- dimethylamino-piperidin-1 -yl)-quinazolin-6- 
yl]-acetamide, 

35 2-(5-Chloro-3-thienyloxy)-N-[4-methyl-2-(4- dimethylamino -piperidin-1 -yl)-quinazolin-6- 
yl]-acetamide, 
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2- (5-Trifluoromethyl-3-thienyloxy)-N-[4-methyl-2-(4- dimethyiamino-piperidin-1-yl)- 
quinazolin-6-yI]-acetamide, 

3- (4-Methyl-2-thienyI)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yl)-quinazolin-6-yl]- 
propionamide, 

5 3-(5-Methyl-2-thienyl)-N-[4-methyi-2-(4- dimethylamino-piperidin-1-yl)-quinazoIin-6-yl]- 
propionamide, 

3-(5-Methyl-34hienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yl)-quinazolin-6-yl]- 
propionamide, 

3-(5-Trifluoromethoxy-3-thienyl)-N-[4-methyl-2-(4- dimethylamino-piperidin-1-yl)- 
1 0 quinazolin-6-yl]-propionamide, 

2-(4-Methyl-24hienyloxy)-N-[4-methyl--2-(4-- dimethylamino-piperidin-1-yl)-quinazolin-6- 
yl]-acetamide, 

2-(5-Methyl-24hienyloxy)-N-[4-methyl-2-(4-dimethylamino-piperidin 
yl]-acetamide, 

15 2-(5-Methyl-3-thienyloxy)-N-[4-methyl-2-(4-dimethylamino-piperidin-^ 
yl]-acetamide, 

2-(5-Trifluoromethoxy-34N^ 
quinazolin-6-yl]-acetamide. 

2- (2,4-Dichloro-phenoxy)-N-[4-methy^^ 
20 acetamide, 

3- (3-Chloro-phenyl)-N-[4-me^^ 

N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-3-p4olyl-a^ 
3-(2,5-Dimethoxy-phenyl)-N^4-methy^ 
acrylamide, 
25 N-[4-Methyl-2-(4-methyl-piperazin-1-y0 
3-(2,3-Dimethoxy-phenyl)-N-[4-methyL^^ 
acrylamide, 

3- [4-(3-Methyl-butoxy)-phenyl]-N-[4-methyl-2-(4-methyl-piperazi^ 
acrylamide, 

30 3-(4-Ethoxy-3-methoxy-phenyl)-N-[4-m 
acrylamide, 

2-(2,4-Dichloro-phenoxy)-N-[4-met^^ 
propionamide, 

N-[2-(4-Ethyl-piperazin-1-yl)-4-^ 
35 N-[2-(4-Ethyl-piperazin-1-yl)-4-m 

4- Butyl-N^2-(4-ethyl-piperazin-^ 
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5-Bromo-furan-2-carboxylic acid [2~(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]- 
amide, 

5- Chloro-N-[2-(4-ethyl-piperazin~1^ 
N-[2-(4-EthyI-piperazin-1-yl)-4-methyl-quinolin-6-yl]-3,5-di 

5 N-[2-(4-Ethyl-piperazin-1-ylM^ 

N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-2 

N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-3,4-dim 

4-Bromo~N-[2-(4-ethyl-pi^^^ 

2- (3,4-Dimethoxy~phenyl)-N-^ 
10 acetamide, 

3- (3-Chloro-phenyl)-N-[2-(4-ethyl-piperazin-1-yl)-4-methyl-quin 
3-(3-Chloro~phenyl)-N-[2-(4-ethyl-piperazin-1-yl)-4-methyl~quin 
N-[2-(4-Ethyl-piperazin-1-yl)-4-m^ 

2- (3,4-Dichloro-phenyl)-N-[2-(4-ethyl-piperazin-1-yl)-4«meth 
15 N^2-(4-Ethyl-piperazin-1-yl)-4-m^ 

acetamide, 

N-[2-(4-Ethyl-piperazin-1-yl)-4-^ 
propionamide, 

3- (2,5-Dimethoxy-phenyl)-N-[2-^ 
20 acrylamide, 

6- Chloro-N-[2-(4-ethyi-piperazin-1-yl)-4-methyl-quinolin-6-yl]-^ 
N^2-(4-Ethyl-piperazin-1-ylM^^ 

N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-34rifl 

2-(4-Bromo-5-methyl-3-trifIuoromethyl-pyrazol-1-yl)-N-[2-(4-ethyl-piperazin-1-yl)-4^ 
25 methyl-quinolin-6-yl]-acetamide, 

2-(4-Bromo-5-methyl-34rifluoromethyl-pyrazol-1-yl)-N-[2-(4-ethy!-^ 
methyl-quinolin-6-yl]-acetamide, 

2-(4-Chloro-phenoxy)-N-[2-(4-ethyl-piperazin-1-yl)-4-methyl-quin 
2-(4-Chloro~phenoxy)-N-[2^ 
30 2-(4-Chloro-phenoxy)-N-[2-(4-ethyl-piperazin-1-yl)-4-methyl-quinoH 
N-[2-(4-Ethyl-piperazin-1-yl)-4-m 
acrylamide, 

N-[2-(4-Ethyl-piperazin-1 ^ 
acrylamide, 
35 N-[2-(4-Ethyl-piperazin-1-yl)-4^^ 
acrylamide, 
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N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-3-(2-thioxo-ben 
propionamide, 

2-Thiophen-2-yl-quinoline-4-carboxylic acid [2-(4-ethyl-piperazin-1 -yl)-4-methyl- 
quinolin-6-yl]-amide, 

5 Pyrazine-2-carboxylic acid [2-(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]-amide, 
N-[2-(4-Ethyl-piperazin-1 ^ 

2-Methyl-N44-methy!-2-(4-methyl-piperazin-1-yl)-quinolin-^ 
2-Chloro-N-[4nriethyl-2-^ 
N-[4-Methyl-2-(4-methyl-piperazi^ 
1 0 Benzo[1 ,3]dioxole-5-carboxylic acid [4-methyl-2-(4-pyrimidin-2-yl-piperazin-1 -yl)- 
quinolin-6-yl]-amide, 

N-[4-Methyl-2-(4-methyl-piperazin-1-y!)-quinolin-6-yl]-nicotinam 

N-[4-Methyl-2-(4-pyrimidin-2-yl^ 

benzamide, 

15 3-Dimethylamino-N-[4-methyl-2-(4-pyrimidin-2-yl-piperazin 
benzamide, 

4-Ethoxy-N-[4-methyl-2-(4-pyrimidin-2-yl-piperazin-1-yl)-qui^ 
2-Chloro-4-fluoro-N-[4-me^ 
2-Fluoro-N-[4-methyl-2-(4-me^ 
20 44ert-Butyl-N-[4-methyI-2-(4-m^ 
4-Butyl-N-[4-methyl-2-(4-m^ 
4-Fluoro-N-[4-methyl-2-(4-methyl^^^ 

2- Methoxy-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin^ 
mide, 

25 3,4,5-Trimethoxy-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-q^ 
Methyl-2-(4-methyl-piperazin-1-yl)^^^ 

3- Chloro-N-[4-methyl-2-^ 
2-Chloro-N-[4-methyl-2^^ 

4- Bromo-3-methoxy-N-[4-methy^ 

30 4-Diethylamino-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-qu 
2-Chloro-N-[4-methyI-2-(4-m 
N-[4-Methyl-2-(4-methyl-piperazin^ 
2,4-Dimethoxy-N-[4-methyl-2-(4-^^ 

3,4-Dimethoxy-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinoH 
35 3-Methyl-N-[4-methyl-2-(4-methyl-piperazin-1-yI)-quinol 

Pyrazine-2-carboxylic acid [4-methyl-2-(4-methyI-piperazin-1 -yl)-quinolin-6-yl]-amide, 
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3-Methoxy-N-[4-methyl-2-^ 
5-Chloro-2-methoxy-N-[4-m^ 

2- Thiophen-2-yl-quinoline-4-carboxylic acid [4-methyl-2-(4-methyl-piperazin-1 -yl)- 
quinolin-6-yl]-amide, 

5 2-Ethoxy-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-y^ 
3,4,5-Triethoxy-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin^^^ 
5-Bromo-2-chloro-N-[4-methyl-2^ 
2,3-Dimethoxy-N-[4-methy^^ 

3- Dimethyiamino-N-[4-methyl-2-^ 
10 6-Chloro-N-[4-methyl-2-(4-^^ 

3-Fluoro-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6^^ 
N-[4-Methyl-2-(4HTiethyl-pi^^ 

Benzo[1 ,3]dioxole-5-carboxylic acid [4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]- 
amide, 

1 5 Thiophene-2-carboxyiic acid [4-methyi-2-(4-methyl-piperazin-1 -yl)-quinolin-6-yl]-amide, 
Furan-2-carboxylic acid [4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-amide, 
5-Bromo-furan~2-carboxylic acid [4-methyl-2-(4-methyl-piperazin-1 -yl)-quinolin-6-yl]- 
amide, 

2-(4-Chloro-phenyl)-N-[2-(4^ 
20 N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-2-(4-n 

N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-2-(4-m 

N-[2-(4-Ethyl-piperazin-1-ylH^ 

2-(2-Chloro-6-fluoro-phenyl)-N^ 

acetamide, 
25 2-(3-Methoxy-phenyl)-N-[4^^ 

N-[2-(4-Ethyl-piperazin-1-yl)^ 

N-[2-(4-Ethyl-piperazin-1 ^ 

2-(4-Methoxy-phenyl)-N-[4-met^ 

N-[4-Methyl-2-(4~methyl-piperazi^ 
30 2-(2-Methoxy-phenyl)-N-[4-me^ 

2-(3,4-Dichloro-phenyl)-N-^ 

acetamide, 

2-(3-Methoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quin 
2-(2-Bromo-phenyl)~N-[2-(4-ethy^^ 
35 2-Cyclopentyl-N-[2-(4-ethy^^ 
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N-[4-Methyl-2-(4-m^ 
acetamide, 

3-(4-Bromo-phenyl)-N-[4-methyl-2-(4-pyrimidin-2-yl-pi 
acrylamide, 

5 N-[2-(4-Ethyl-pipera2in-1-yi)-4-methyl-quinolin-6-yl]-3»(4-m 
propionamide, 

2-(2,4-Dichloro-phenoxy)-N-^ 
propionamide, 

2- (4-Chloro-phenoxy)-N-[2-(4-ethyl-piperazin-1-yl)-4-methyl-^ 
10 N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-2-(pyridin 

3- (2 f 5-Dimethoxy-phenyl)-N-[4-^^ 
acrylamide, 

N-[2-(4-EthyliDiperazin-1-yl)-4-m^ 

3-(3,4-Dimethoxy-phenyl)-N-[4-methyl-2-(4-pyrimtdin-2-yl-piperazin 
15 acrylamide, 

3-(4-Methoxy-phenyl)-N-t4-methyl-2-(4-pyrimidin-2-yl-piperazin-1-yO 
propionamide, 

3-Benzo[1,3]dioxol-5-yl-N-[4-met^ 
acrylamide, 
20 3-(2-lsopropoxy-phenyl)-N-^ 
acrylamide, 

3-(4~Methoxy-phenyi)-N-[4-methyi-2^ 
acrylamide, 

2-(4-Chloro-phenoxy)-N44-methyl-2-(4-pyrimidin-2-yl-piperazin-1-yO 
25 acetamide, 

2- Methyl-N-[4-methyl-2-(4^ 
acrylamide, 

N-[4-Methyl-2-(4-pyrimi 
acetamide, 

30 3-(4-Ethoxy-3-methoxy-phenyl)-N-[4-methyl-2-(4-pyrimidin-2-yl-pip 
6-yl]-acrylamide, 

3- [4-(3-Methyl-butoxy)-phenyl]-N-[4-methyl-2-(4-pyrlm 
6-yl]-acrylamide, 

3-(4-lsopropoxy-phenyl)-N-[4-methyl-2-(4-pyrlmidin-2-yl-pjpe^ 
35 acrylamide, 
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3-(2,3-Dimethoxy-phenyl)^ 
acrylamide, 

N-[4-Methyl-2-(4-pyrimidin-2^^ 

3-(3,4-Dimethoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-y^ 
5 acrylamide, 

3-(2-Chloro-phenyl)-N-[4-^ 

2-Methanesulfonyl-1 ,2,3,4-tetrahydro-isoquinoline-3-carboxylic acid [4-methyl-2-(4- 
pyrimidin-2-yl--piperaziri-1-yl)-quinolin-6-yl]-amide, 
N-[4-Methyl-2-(4-methyl-piperazin-^ 
10 3-(2-Ethoxy-phenyl)-N-[4-me^ 
acrylamide, 

N-[4-Methyl-2-(4-pyrimidin-2-yl-^ 
yl)-acetamide, 

N-[4-Methyl-2-(4-methyl-piperazi^ 
15 acrylamide, 

2- (2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-q 
acetamide, 

3- (3-Chloro-phenyl)-N-[4-methy^^ 

2- (2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-pyrimidin-2-yl-piperazin 
20 propionamide, 

3- [4-(3-Methyl-butoxy)-phenyl]-N-[4-methyl-2-(4-methyl-piperazin 
acrylamide, 

3-Benzo[1,3]dioxol-5-yl-N-[4-methyl-2-(4-methyl-piperazin-1-yl)»q 
acrylamide, 

25 3-(4-Methoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quino 
propionamide, 

N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-3-pyridi 
2-Methyl-NH4-methyI-2-(4-me^ 

2- (4-Chloro~phenoxy)-N-[4-^ 

30 3-(4-Methoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)^^ 

3- (2,5-Dimethoxy-phenyl)-N44-methy^^ 
crylamide, 

N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-2-m-tolyIoxy-acetamide, 
3-(2,3-Dimethoxy-phenyl)-N44-met^ 
35 acrylamide, 
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N-[4-Methyl-2-(4-methyl-p^ 
acetamide, 

3-(2-lsopropoxy-phenyl)-N-[4-methyl-2-(4-^ 
acrylamide, 

5 3-(2-lsopropoxy-phenyl)-N-[4-methyl-2^ 
acrylamide, 

3-(4-Ethoxy-3-methoxy-phenyl)-N-[4-methyl-2-(4-methyl-piperazin-1-yO 
acrylamide, 

2- (2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinoh 
10 propionamide, 

3- Furan-2-yl-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-ac 
rylamide, 

3-(5-Methyl-furan-2-yl)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin- 
acrylamide, 
15 3-(5-Methyl-furan-2-y!)-N^ 
acrylamide, 

N-[4-Methyl-2-(4-methyl-piperazin-1^^^ 
acrylamide, 

N-[4-Methyl-2-(4-pyrimidin^ 
20 acrylamide, 

N-[4-Methyl-2-(4-methyl-piperazin-^ 

1 -Benzo[1 ,3]dioxol-5-ylmethyl-3-[2-(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]- 
thiourea, 

1 -(2-Ethyl-phenyl)-3-[2-(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]-1-methyl- 
25 thiourea, 

1-Ethyl-3-[2-(4-ethy)iDiperazin-^^ 

1 -[2-(4-Ethyl-piperazin-1 -ylH-methyl-quinolin-6-yl]-34uran-2-ylmethyl-thiourea, 
1 -[2-(4-Ethyl-piperazin-1 -yl)-4-methyl-quinolin-6--yl]-3-(4--fluoro-benzyl)-thiourea, 

1- [2-(4-Ethyl-piperazin-1-yl)-4-m^ 

30 1-[2-(4-Ethyl-piperazin-1-yl)-4~methyl-quinolin-6-yl]-34hioph 

1 -(4-Ethoxy-phenyl)-1 -ethyl-3-[2-(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]- 
thiourea, 

1 -Benzyl-3-[2-(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]-1 -methyl-thiourea, 
1 -(4-Ethyl-phenyl)-3-[2-(4-ethyl-piperazin-1 -yl)-4-methyl-quinolin-6-yl]-1 -propyl- 
35 thiourea, 

2- (2,4-Dichloro-phenoxy)-N-(2-dimethylaminomethyl-quinolin-6-yl)-acetamide, 
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2-(2,4-Dichloro-phenoxy)-N-{2-[(2-dim^ 
acetamide, 

2-(2,4-Dichloro-phenoxy)-N-[2-(2-morpholin-4-yl-ethyl)-quinoli 
2-(2,4-Dichloro-phenoxy)-N-[2«(2-dimethylamino-ethoxy)-quinoIin-6-yl] 
5 2-(2,4-Dichloro-phenoxy)-N-{2-[(1-methyl-pyrrolidin-2-ylmeth 
acetamide, 

N-[2-(4-Amino-butyl)-quinolin-6-yl]-2-(2,4-dichloro-phenoxy)-a 
2-(2,4-Dich!oro-phenoxy)-N-(6-dimet^ 
acetamide, 
10 2-(2,4-Dichloro-phenoxy)-N^ 
quinolin-6-yl}-acetamide, 
1-(4-Methyl~benzyl)-3-[2-(4-me^ 

1- (4-Fluoro-benzoyl)-1-methyl-3-[2-^ 

1 -[2-(4-Methyl-piperazin-1 -yl)-quinolin-6-yl]-ethanesulfonic acid [1 -(4-chloro-phenyl)- 
15 ethyl]-amide, 

2,3-Dihydro-benzo[1 ,4]dioxine-2-carboxylic acid [2-(4-methyl-piperazin-1-yl)-quinolin-6- 
yl]-amide, 

2- Phenyl-propene-1 -sulfonic acid [2-(4-methyl-piperazin-1 -yl)-quinolin-6-yl]-amide, 
Thiophene-2-carboxylic acid methyl-[2-(4-methyl-piperazin-1 ~yl)-quinoline-6-carbonyl]- 

20 amide, 

2-[4-(3-Acetylamino-benzyl)-piperazin-1 -yl]-quinoline-6-carboxylic acid [1 -(4-fluoro- 
phenyl)-propyl]-methyl-amide, 

C-(4-Chloro-phenoxy)-N-methyl-N-[2-(4-methyl-piperazin-1-yl)~quin 
methanesulfonamide, 
25 1-[2-(4-Methyl-piperazin-1-yl)-qm 

2-Phenyl-propene-1 -sulfonic acid [4-methyl-2-(4-methyl-piperazin-1 -y!)-quinolin-6-yl]- 
amide, 

1-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-3-(4-ph 
1-[4-Methyl~2-(4-methyl-pipera^^ 
30 urea, 

1 -(5-Methoxy-pyrazin-2-yl)-3-^ 

1-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-3-pyridin^ 

1- [4-Methyl-2-(4-methyl-pipera^^ 

2- (1 H-lndol-3-yl)-N-[4-methyh 

35 3,4-Dihydro-1 H-isoquinoline-2-carboxyIic acid [4-methyl-2-(4-propyl-piperazin-1 -yl)- 
quinolin-6-yl]-amide, 
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5- Chloro-2,3~dihydro-benzofuran-2-carboxylic acid [4-methyi-2-(4-methyl-piperazin-1 - 
yl)-quinolin-6-yl]-amide, 

2- (4-Methyl-piperazin-1-yl)-6-[(2-phenyl-cyclopropanecarbonyO 
carboxylic acid dimethylamide, 

5 N-[2-(2-Diethylamino-e^ 
N-[2-(4-Ethyl-piperazin-1~yI^ 

3- (2,4-Dichloro-phenyl)-N-(4-methyl-2-morpholin-4-yI-quinolin 

3- Benzofuran-2-yl-N-[2-(3-dimethylamino-piperidin-1-yl)-4-meth 
acrylamide, 

1 0 6-Methyl-4-oxo-chroman-2-carboxylic acid {2-[(3-acetylamino-benzyl)-(2- 
dimethylamino-ethyl)-amino]-4-methyl-quinolin-6-yl}-amide, 
N-[2-(4-Benzyl-piperazin-1 -ylM^ 
acrylamide, 

6- Chloro-4-oxo-chroman-2-carboxylic acid [4-methyl-2-(3~pyrrolidin~1 -yl-azepan-1 -yl)- 
1 5 quinolin-6-yl]-amide, 

6,8-Dichloro-4~oxo-chroman-2-carboxylic acid {2-[ethyl-(3-piperidin-1 -yl-propyl)-amino]- 

4- methyl-quinolin-6-yl}-amide, 

4-Oxo-chroman-2-carboxylic acid [2-(4-dimethylamino-piperidin-1 -yl)-4-methyl-quinolin- 
6-yl]-amide, 

20 Benzo[b]thiophene-3-carboxylic acid {4-methyl-2-[methyl-(2-pyrrolidin-1 -yl-ethyl)- 
amino]-quinolin-6-yl}-amide, 

3-(2-Chloro-phenyl)-N-{24(9H4luoren-9-yl)-methyl-amino]-4-m^ 
acrylamide, 

2-Phenyl-cyclopropanecarboxylic acid [2-(4~methyl-piperazin-1 -yI)-4-phenyl-quinolin-6- 
25 yl]-amide, 

N-{4-Ethyl-24methyl-(2-methyta^ 
propionamide, 

2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-methyl-3-phenyl-piperaz^ 
acetamide, 

30 N-[2-(3-Amino-2-phenyl-pyrrolidin-1-yl)-4-methyl-quinolin-6^ 

N-[2-(1-Ethyl-pyrrolidin-3-ylamino)-4-methyl-quinolin-6-yl]-2-me^ 
acrylamide, 

N-[2-(2-Amino-ethylamino)-4-me 
N-[4-Methyl-2~(4-methyl-[1 
35 acetamide 
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The invention also relates to the compounds and their uses in the form of their 
physiologically acceptable salts, complexes, solvates or prodrugs. 

5 

When a compound or a compound for use according to the invention possesses a 
basic functional group it can form a salt with an inorganic or organic acid. 

Examples of physiologically acceptable salts of the compounds according to the 
10 invention include salts with inorganic acids, salts with organic acids, and salts with 
basic or acidic amino acids. 

Examples of salts with inorganic acids include salts with hydrochloric acid, hydrobromic 
acid, hydroiodic acid, nitric acid or nitrous acid (to form e.g. a nitrate or a nitrite), 
15 sulfuric acid (to form e.g., a H 2 S0 3 salt, a sulfate or a H 2 S0 5 salt) and phosphoric acid 
(to form e.g. a H 3 P0 3 salt or a H 3 P0 4 salt) 

Examples of salts with organic acids include salts with formic acid, acetic acid, 
propionic acid, butyric acid, pentanoic acid, longer saturated or unsaturated fatty acids, 
20 oxalic acid, tartaric acid, malonic acid, succinic acid, citric acid, C 4 H 8 (COOH) 2 , 

C 5 H 10 (COOH) 2 , acrylic acid, crotonic acid, maleic acid, malic acid, fumaric acid, H 2 C0 3 , 
lactic acid, ascorbic acid, benzoic acid, salicylic acid and phthalic acid, pamoic acid, 
trifluoroacetic acid, methanesulfonic acid, benzenesulfonic acid, p-toluenesulfonic acid 
and 3-chlorobenzoic acid. 

25 

Examples of salts with acidic amino acids include salts with aspartic acid and glutamic 
acid. 

Optical isomers 

30 

When a compound or a compound for use according to the invention contains optical 
isomers, diastereomers or other stereroisomers these are included as a compound of 
the invention as well as the racemate, i.e. mixture of enantiomers. Each of them can be 
obtained by methods known by a person skilled in the art. For example the optical 
35 isomer can be obtained using an optically active synthetic intermediate, an asymmetric 
synthesis or subjecting the racemic mixture of the final product or a suitable 
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intermediate to optical resolution in accordance with known methods such as, e.g., 
fractional recrystallisation method, chiral column method, diastereomer method etc. 

Other forms 

5 

The invention also encompasses a compound or the use of a compound in amorphous, 
any polymorphous or any crystalline form. 

Disorders 

10 

The compounds or the compounds for use according to the invention can be used in 
medicine and to modulate the activity of a MCH receptor. The compounds may be used 
as agents for preventing or treating diseases caused by or involving a melanin- 
concentrating hormone, i.e. they are useful for treating or preventing a MCH or MCH 
15 receptor related disorder or abnormality in a subject such as, e.g., an animal or a 
mammal such as, e.g., a human. 

The compounds or the compounds for use according to the invention may have 
antagonistic, inverse agonistic, agonistic or allosteric activity against a MCH receptor, 
20 normally antagonistic activity. 

In the present context an agonist is defined as a compound that increases the 
functional activity of a MCH receptor (e.g. the signal transduction through a receptor). 
The term "agonist" includes partial agonist, i.e. which increases the functional activity of 
25 the receptor to a submaximal level. An inverse agonist (or negative antagonist) is 

defined as a compound that decreases the basal functional activity of a MCH receptor. 
An allosteric compound is defined as a compound that enhances or diminishes the 
effects of other receptor ligands. 

30 An antagonist is defined as a compound that decreases the functional activity of a 

MCH receptor either by inhibiting the action of an agonist or by its own intrinsic activity. 

The MCH receptors mentioned in the invention include MCH1 and MCH2 receptors. It 
also includes MCH receptors having at least about 80% such as, e.g. at least about 
35 85% or at least about 90% homology to the amino acid sequences CTLITAMDAN or 
CTIITSLDTC. 
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The MCH receptors may be an animal or a mammalian or non-mammalian receptor, 
such as a human receptor. 

5 Increasing or decreasing the activity of a MCH receptor such as, e.g. a MCH1 receptor 
alleviates a MCH-related disorder or abnormality. In specific embodiments the disorder 
is a steroid or pituitary hormone disorder, an epinephrine release disorder, a 
gastrointestinal disorder, a cardiovascular disorder, an electrolyte balance disorder, 
hypertension, diabetes, a respiratory disorder, asthma, a reproductive function 

10 disorder, a muscoskeletal disorder, a neuroendocrine disorder, a cognitive disorder, a 
memory disorder such as, e.g., Alzheimer's disease, a sensory modulation and 
transmission disorder, a motor coordination disorder, a sensory integration disorder, a 
motor integration disorder, a dopaminergic function disorder such as, e.g. Parkinson's 
disease, a sensory transmission disorder, an olfaction disorder, a sympathetic 

15 innervation disorder, an affective disorder such as, e.g. depression, a stress-related 

disorder, a fluid-balance disorder, a urinary disorder such as, e.g., urinary incontinence, 
a seizure disorder, pain, psychotic behaviour such as, e.g., schizophrenia, morphine or 
opioid tolerance, opiate addiction or migraine. 

20 More specifically, the compounds of the invention are useful for the treatment or 
prevention of feeding disorders such as, e.g., overweight, adiposity, obesity and 
bulimia (e.g. malignant mastocytosis, exogeneous obesity, hyperinsulinar obesity, 
hyperplasmic obesity, hypophyseal adposity, hypoplasmic obesity, hypophysal 
adiposity, hypoplasmic obesity, hypothyroid obesity, hypothalamic obesity, 

25 symptomatic obesity, infantile obesity, upper body obesity, alimentary obesity, 

hypogonadal obesity, systemic mastocytosis, simple obesity, central obesity etc.), 
hyperfagia, emotional disorders, dementia or hormonal disorders. 

In the present context the term body mass index or BMI is defined as body weight 
30 (kg)/height 2 (m 2 ), and the term overweight is intended to indicate a BMI in a range from 
about 25 to about 29.9, whereas obesity is intended to indicate a BMI, which is at least 
about 30. 



35 



A compound of the invention is also useful as an agent for preventing or treating 
lifestyle diseases such as, e.g., diabetes, diabetic complications (e.g. retinopathy, 
neuropathy, nephropathy etc.), arteriosclerosis and gonitis. 
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The present invention further relates to a cosmetic method for reducing overweight 
and/or for treating of and/or preventing overweight, bulimia, bulimia nervosa, obesity 
and/or complications thereto, the method comprising administering to an animal such 
5 as, e.g. a human in need thereof, an effective amount of a compound according to the 
invention 

The invention also relates to a method for the treatment and/or prophylaxis of diseases 
caused by a melanin-concentrating hormone, the method comprising administering to a 
10 mammal in need thereof an efficient amount of a compound according to the invention. 

A mentioned above, the MCH-related disorders may be a feeding disorder. 
Accordingly, the invention relates to a method for the treatment and/or prophylaxis of 
diseases caused by feeding disorders, the method comprising administering to a 
15 mammal in need thereof an efficient amount of a compound according to the invention. 

The invention also relates to a method for modifying the feeding behaviour of a 
mammal, the method comprising administering to a mammal in need thereof an 
efficient amount of a compound according to the invention. 

20 

Furthermore, the invention relates to a method for the reduction of body mass, the 
method comprising administering to a mammal in need thereof an efficient amount of a 
compound according to the invention. 

25 Moreover, the invention relates to a method for the treatment and/or prophylaxis of 
Syndrome X (metabolic syndrome) or any combination of obesity, insulin resistance, 
dyslipidemia, impaired glucose tolerance and hypertension, the method comprising 
administering to a mammal in need thereof an efficient amount of a compound 
according to the invention. 

30 

Another aspect of the invention is a method for the treatment and/or prophylaxis of 
Type II diabetes or Non Insulin Dependent Diabetes Mellitus (NIDDM), the method 
comprising administering to a mammal in need thereof an efficient amount of a 
compound according to the invention. 



35 
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A still further aspect of the invention is a method for the treatment and/or prophylaxis of 
bulimia, bulimia nervosa and/or obesity, the method comprising administering to a 
mammal in need thereof an efficient amount of a compound according to the invention. 

5 Moreover, the invention relates to a method for the treatment and/or prophylaxis of 
depression and/or anxiety, the method comprising administering to a mammal in need 
thereof an efficient amount of a compound according to the invention. 

Selectivity 

10 

As mentioned above, the invention relates to a group of compounds displaying a 
reduced propensity to block HERG channels. A prolongation of the QT interval 
measured at the electrocardiogram (ECG) reflects a prolongation of cardiac ventricular 
repolarization. Excessive prolongation of the QT interval can be proarrhythmic and 
15 degenerate into a potentially fatal ventricular arrhythmia known as torsade de pointes 
(TdP). 

Drug-induced prolongation of the QT interval has become a public health concern and 
attracted considerable regulatory and clinical attention since several non- 
20 cardiovascular drugs already on the market have been recognized to have a tendency 
to produce QT interval prolongation and/or TdP. Drug-induced QT prolongation is 
mainly associated with inhibition of HERG channels. Experimental data indicates that 
HERG channels underlie l(Kr), an important K + current component in the repolarization 
of myocardial cells and the inherited Long QT syndrome type 2 (LQT2) is due to 
25 mutations in HERG. Inhibition of HERG channels by drugs intended for non- 
cardiovascular use is therefore considered as an adverse effect. It has been 
surprisingly found that compounds as described herein which contain a cyclic nitrogen- 
containing chain (Eastern portion) have unexpectedly improved properties with respect 
to HERG over those without a cyclic Eastern portion. Such compounds of interest 
30 should have a Ki value above 1 juM, such as e.g. above 2\xM, above 3|uM, above 5juM, 
above 10p,M, above 25j^M in the protocol described in the examples so as to avoid the 
adverse effects associated with inhibition of HERG. Such improvements may also 
occur in those compounds in which the nitrogen-containing chain (Eastern portion) 
does not have a cyclic structure. 

35 

Solubility 
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As discussed, the compounds of the present invention have properties which are 
favourable with regard to pharmaceutical formulation and bioavailability. These include 
a sufficient aqueous solubility of the compounds provided by a basic aliphatic nitrogen. 
5 Solubility of drug substances might lead to an insufficient bio-availability even if no 
other limitations such as poor permeability or extensive first-pass metabolism are at 
hand. The finding that introduction of a nitrogen atom in the Eastern portion enhance 
the solubility of said compounds is supported by the methods given in the Examples. 
Compounds of interest according to this invention are those which have solubility of at 

10 least 25//M, such as e.g. at least 50£/M, at least 75//M, at least 100//M, at least 125//M, 
at least 150//M, at least 200/jM in the experimental method described in the Examples. 
An additional factor which may be used to distinguish the compounds of the invention 
is that their solubility is increased by a factor of at least 2, such as e.g. at least 3, at 
least 5, at least 10, at least 15, at least 20, at least 30, at least 50, over comparable 

15 compounds which do not contain such a nitrogen group (e.g. those which contain a 
morpholine group). It is important that the remainder of the molecule remains 
unchanged (i.e. comparing "like with like"). 

Pharmaceutical compositions 

20 

The compounds or the compounds for use in the methods according to the invention 
are normally presented in the form of a pharmaceutical or a cosmetic composition 
comprising the specific compound or a physiologically acceptable salt thereof together 
with one or more physiologically acceptable excipients. 

25 

The compounds may be administered to the animal including a mammal such as, e.g., 
a human by any convenient administration route such as, e.g., the oral, buccal, nasal, 
ocular, pulmonary, topical, transdermal, vaginal, rectal, ocular, parenteral (including 
inter alia subcutaneous, intramuscular, and intravenous), route in a dose that is 
30 effective for the individual purposes. A person skilled in the art will know how to chose 
a suitable administration route. 

The pharmaceutical or cosmetic composition comprising a compound according to the 
invention may be in the form of a solid, semi-solid or fluid composition. 

35 
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The solid composition may be in the form of tablets such as, e.g. conventional tablets, 
effervescent tablets, coated tablets, melt tablets or sublingual tablets, pellets, powders, 
granules, granulates, particulate material, solid dispersions or solid solutions. 

5 A semi-solid form of the composition may be a chewing gum, an ointment, a cream, a 
liniment, a paste, a gel or a hydrogel. 

The fluid form of the composition may be a solution, an emulsion including nano- 
emulsions, a suspension, a dispersion, a liposomal composition, a spray, a mixture, a 
10 syrup or a aerosol. 

Fluid compositions, which are sterile solutions or dispersions can be utilized by for 
example intraveneous, intramuscular, intrathecal, epidural, intraperitoneal or 
subcutaneous injection of infusion. The compounds may also be prepared as a sterile 
15 solid composition, which may be dissolved or dispersed before or at the time of 
administration using e.g. sterile water, saline or other appropriate sterile injectable 
medium. 

Other suitable dosages forms of the pharmaceutical compositions according to the 
20 invention may be vagitories, suppositories, plasters, patches, tablets, capsules, 
sachets, troches, devices etc. 

The dosage form may be designed to release the compound freely or in a controlled 
manner e.g. with respect to tablets by suitable coatings. 

25 

The pharmaceutical composition may comprise a therapeutically effective amount of a 
compound according to the invention. 

The content of a compound of the invention in a pharmaceutical composition of the 
30 invention is e.g. from about 0.1 to about 100% w/w of the pharmaceutical composition. 

The pharmaceutical or cosmetic compositions may be prepared by any of the method 
well known to a person skilled in pharmaceutical or cosmetic formulation. 
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In pharmaceutical or cosmetic compositions, the compounds are normally combined 
with a pharmaceutical excipient, i.e. a therapeutically inert substance or carrier. 
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The carrier may take a wide variety of forms depending on the desired dosage form 
and administration route. 

5 The pharmaceutical^ or cosmetically acceptable excipients may be e.g. fillers, binders, 
disintegrants, diluents, glidants, solvents, emulsifying agents, suspending agents, 
stabilizers, enhancers, flavours, colors, pH adjusting agents, retarding agents, wetting 
agents, surface active agents, preservatives, antioxidants etc. Details can be found in 
pharmaceutical handbooks such as, e.g., Remington's Pharmaceutical Science or 
10 Pharmaceutical Excipient Handbook. 

Dosage 

Optimal dosages to be administered may be determined by those skilled in the art, and 
15 will vary with the particular compound in use, the strength of the composition, the route 
of administration, the frequency of administration, the age, weight, gender, diet and 
condition of the subject to be treated and the condition being treated and the 
advancement of the disease condition etc. 

20 Suitable dosages may be from about 0.001 mg to about 1 g such as, e.g. from about 
0.005 to about 750 mg, from about 0.01 to about 500 mg, from about 0.05 to about 500 
mg, from about 0.1 to about 250 mg, from about 0.1 to about 100 mg or from about 0.5 
to about 50 mg. 

25 The amounts can be divided into one or several doses for administration daily, every 
second day, weekly, every two weeks, monthly or with any other suitable frequency. 
Normally, the administration is daily. 

A compound or a pharmaceutical composition according to the invention may be used 
30 in combination with other drug substances such as agents for treating disorders like 
e.g. diabetes, diabetes complications, obesity, hypertension, hyperlipidemia, 
arteriosclerosis, arthritis, anxiety, and/or depression etc. 

Other aspects of the invention 
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The above-mentioned formulas encompass known as well as novel compounds. With 
respect to the novel compounds, the invention also relates to the compounds perse as 
well as to the use of the novel compounds in medicine especially the use in the 
prevention, treatment and/or diagnosis of the above-mentioned conditions. The details 
5 and particulars mentioned above apply mutatis mutandis to the other aspects of the 
invention. 

Experimental 

10 Materials and methods 

Transfections and Tissue Culture - The cDNA encoding the human MCH-1 receptor 
was cloned from a human brain cDNA library and cloned into the eukaryotic expression 
vector pcDNA3.1 (Invitrogen). Assays were performed on transiently transfected COS- 

1 5 7 cells or stably transfected CHO (Chinese Hamster Ovary) cells, expressing the 
human MCH-1 receptor in pcDNA3.1. Stable MCH-1 receptor transfectants of CHO 
cells were obtained using 5 jug plasmid cDNA and a standard calcium phosphate 
transfection method (Johansen et a/., 1990; Gether et a/„ 1992) with subsequent 
selection in 1 mg/ml G418 (Life Technology). Clones were screened by a MCH 

20 receptor radioligand binding assay (as described below). Stably transfected CHO cells 
were maintained in RPMI 1640 culture medium (Invitrogen), supplemented with 10 % 
fetal calf serum (Invitrogen), 100 U/ml penicillin, 100//g/ml streptomycin (Life 
Technology), and 500 //g/ml G418 (Life Technology). COS-7 cells were grown in 
Dulbecco's modified Eagle's medium (DMEM) 1885 (Invitrogen) supplemented with 10 

25 % fetal calf serum, 100 U/ml penicillin, 100 //g/ml streptomycin, and were transiently 
transfected by a standard calcium phosphate transfection method (Johansen et a/., 
1990; Gether et a/., 1992) two days before assay. 

Radioligand Binding Assay -Transiently transfected COS-7 cells or stably transfected 
30 CHO cells, expressing human MCH-1 receptor were seeded in multi-well culture plates 
one day before the assay. The number of cells per well was determined by the 
apparent expression efficiency of the cell line aiming at 5 - 10 % binding of the added 
radioligand. Cells were assayed by competition binding for 3 hours at room 
temperature using 15 pM [ 125 1]-MCH (Amersham Pharmacia Biotech) plus variable 
35 amounts of unlabeled ligand in 0.5 ml of a 25 mM Hepes buffer, pH 7.4, supplemented 
with 10 mM MgCI 2 , 5 mM MnCI 2 , 10 mM NaCI, 0.1 % (w/v) bovine serum albumin 
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(BSA), 100 jLxg/ml bacitracin. The assay was performed in duplicate. Nonspecific 
binding was determined as the binding in the presence of 1 jl/M MCH (Bachem). 
Binding data were analyzed and IC 50 values determined by non-linear regression using 
the Prism software (GraphPad software, San Diego). Values of the dissociation and 
inhibition constants (K d and K|) were estimated from competition binding using the 
equations K 6 =\C 50 -L and Kj=IC 50 /(1+L/K d ), respectively, where L is the concentration of 
radioligand. 

Phosphatidylinositol assay - To assay phosphatidylinositol turnover, transiently 
transfected COS-7 cells or stably transfected CHO cells, expressing human MCH-1 
receptor (2x1 0 5 cells/well) were incubated for 24 h with 5//Ci of [ 3 H]-myo-inositol 
(Amersham Pharmacia Biotech) in 0.5 ml inositol-free culture medium. Cells were 
washed twice in Pl-buffer: 20 mM HEPES, pH 7.4, supplemented with 140 mM NaCI, 5 
mM KCI, 1 mM MgSQ 4 , 1 mM CaCI 2 , 10 mM glucose, 0.02% (w/v) bovine serum; and 
were incubated in 0.5 ml Pl-buffer supplemented with 10 mM LiCI at 37 °C for 45 min. 
Phosphatidylinositol turnover was stimulated by submaximal concentrations of MCH, 
i.e. 10 nM in the presence of increasing amounts of ligand. The ligand was added 5 
min. before adding the agonist (MCH). Cells were extracted with 10 mM ice-cold 
Formic acid, and the generated [ 3 H]-inositol phosphates were purified on Bio-Rad AG 
1-X8 anion-exchange resin. Determinations were made in duplicate. PI data were 
analyzed and IC 50 values determined by non-linear regression using the Prism software 
(GraphPad software, San Diego). 

Scintillation Proximity Assay (SPA) - Measurement of [ 125 I]-MCH binding was 
performed in duplicates by incubating membranes and beads with tracer in the 
presences of various concentrations of test compounds (10" 8 to lO^M ) in DMSO (3 
at room temperature for two hours. Membranes and beads were pre-incubated for 20 
min. The binding buffer contained 50 mM Tris (pH 7.4), 8 mM MgCI2, 12% glycerol, 
0.1% (w/v) bovine serum albumin (BSA), and protease inhibitors (Complete protease 
inhibitor cocktail tablets, Roche). A final [ 125 I]-MCH (2000 Ci/mmol; Amersham 
Pharmacia Biotech) concentration of 75.000 cpm/well (33.8 nCi) was applied and PEI- 
treated WGA-coupled PVT SPA beads, type B from Amersham Pharmacia Biotech 
were used at a final concentration of 0.4 mg/well. Moreover, CHO-K1 membranes 
expressing the hMCH receptor were purchased from Euroscreen (ES-370-M) and a 
final concentration of 2pg/well were used. Binding data were analyzed and IC 50 values 
determined by non-linear regression using the Prism software (GraphPad software, 
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San Diego). Values of the inhibition constant (Kj) were estimated from competition 
binding using the equation Ki=IC 50 /(1+L/K d ), where L and K d are the concentration and 
affinity constant, respectively, of the radioligand. 

5 References: 

Gether, U., Marray, T., Schwartz, T.W., and Johansen, T.E. (1992). Stable expression 
of high affinity NKi (substance P) and NK 2 (neurokinin A) receptors but low affinity NK 3 
(neurokinin B) receptors in transfected CHO cells. FEBS Lett., 296, 241-244. 

10 Johansen, T.E., Sch0ller, M.S., Tolstoy, S. and Schwartz, T.W. (1990). Biosynthesis of 
peptide precursors and protease inhibitors using new constitutive and inducible 
eukaryotic expressions vectors. FEBS Lett., 267, 289-294. 

HERG selectivity 
15 Method: 

Plasmids: The human ERG (KCNH2) and KCNE1 were subcloned into the mammalian 
expression vectors pNS1n and pNS1z, respectively, to give the plasmid constructs 
pNS1n_hERG and pNS1Z_minK. 

20 HEK 293 cells stably expressing HERG+KCNE1: HEK 293 tissue culture cells were 
grown in DMEM (Dulbecco's Modified Eagle Medium) supplemented with 10% foetal 
calf serum at 37°C in 5% C0 2 . One day prior to transfection, 1 0 6 cells were plated in a 
cell culture T25 flask. The following day, cells were transfected with equal amounts of 
the plasmids pNS1n_hERG and pNS1Z_minK using lipofection (Lipofectamin, Life 

25 Technologies). The cells were incubated with the lipofection mixture for 5 hours, rinsed 
with regular media, and grown for 72 hours before successfully co-transfected cells 
were selected in media supplemented with 0.25 mg/ml Zeocin and 0.5 mg/ml geneticin 
(G418) (Life Technologies). Single clones were picked and propagated in selection 
media until sufficient cells for freezing were available. Hereafter the cells were cultured 

30 in regular medium without selection agent. Expression of functional HERG channels 
was verified by patch-clamp measurements. After propagation, aliquots of the cells 
were frozen and since then experiments have been conducted on cells that have been 
passaged from 10-70 times since the transfection. 



35 



Whole-cell recordings: Cells plated on cover slips (03.5 mm) were placed in a 15jnl 
perfusion chamber (flowrate -1 ml/min = full exchange every 1 sec). All experiments 
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were performed at room temperature (20 - 22°C) using an EPC-9 patch-clamp amplifier 
(HEKA-electronics, Lambrecht, Germany) connected to a Macintosh G4 computer via 
an ITC-16 interface. Data were stored directly on the hard disk and analysed by the 
IGOR software (Wavemetrics, Lake Oswego, USA). Series resistances as well as 
5 capacitance compensation were updated before each stimulus. The cell capacitances 
were 9.6-15.4 pF and the uncompensated series resistances were 1.5-2.2 MQ in the 
seven experiments conducted in this study. A voltage-protocol simulating a human 
cardiac action potential (holding potential -90 mV, peak +30 mV, duration 315 
mseconds) was applied to a cell every 5 seconds. A stable baseline current was 
10 obtained within a period of 1-2 minutes and a compound was then applied by changing 
to an extracellular solution containing the compound to be tested. After washout the 
next compound was added if the current returned to the baseline level. 

Solutions: The intracellular (pipette) solution had the following composition (cone, in 
15 mM): 144 KCI, 10 EGTA, 1.42 MgCI 2 , 5.17 CaCI 2 , 4 Na-ATP and 10 HEPES (pH = 7.2). 
The extracellular (bath) solution contained (cone, in mM): 144 KCI, 2 CaCI 2 , 1 MgCI 2 , 
10 HEPES (pH = 7.4). 

Compounds: Compounds as 10 mM stock solutions in DMSO. All compounds were 
20 diluted at least 1000 fold in the extracellular solution. When tested the presence of up 
to 0.1 % DMSO in the extracellular solution is without effect on the recorded currents. 

Analysis: The peak of the tail-current obtained at the end of the action potential was 
measured as a function of time, and this analysis was exported to IGOR (Wavemetrics, 
25 Lake Oswego, USA), for further analysis. If a block of the HERG current was observed 
the blocker-induced decrease in current versus time was fitted to equation (1) to give 
the rate constants kon and koff, and thereby K s 



(D 



(1-(C/C+(k off / k on )))*(1-exp(-(C* k on + k of f)*t))) 



30 



where: 



It = current at time t 
l 0 = unblocked current 
C = drug concentration 



k of f = off-rate 
k on = on-rate 
Kj = k 0 ff / k on 



35 



The Kj value obtained is equal to the IC 50 value obtained from a fit to the Michaelis 
Menten equation. This can be visualized by solving equation (1) for t = qo. The analysis 
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is based on the assumption that the drugs (D) interact with a receptor (R) on the HERG 
channels in the following way: 

D + R RD 

k 0 ff 

This is a simple bimolecular reaction, which integrated under non-equilibrium 
conditions are described by equation (1 ). 

Verapamil was used as a reference compound with an average of Ki values being 2.3 
txM. A series of drugs from different therapeutic classes have been tested using the 
same protocol (see table). From these data it appears that compounds that 
inhibit HERG channels with a Ki value below 1 nM in this particular protocol has a great 
risk of prolonging the QT interval in patients. E.g. Astemizole (0.08 |uM) and 
terfenadine (0.1 1 jJvl) have been withdrawn from market. 



WO 2004/052370 PCT/DK2003/000857 

102 



Results: 

Compounds in this invention typically inhibit HERG channels with Ki values above 1 
)liM. For example 



5 





have Ki values between 1 and 5 jliM. 
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Kj in uM ± S.D. (#) 


Risk 
Group** 


Antiarrhythmics 


(class) 








Ic 


Flecainide 


5.9+ 1.2 


(2) 


2 




III 


E-4031 


0.2 ±0.1 


(20) 








Amiodarone 


2.8 ± 0.4 


(2) 


1 






(±) sotalol 


No effect at 100 (5) 


1 




IV 


Verapamil 


2.3 ±0.8 


(175) 




Antihistamines 




Astemizole 


0.08 ± 0.02 


(6) 


Off 








market 




Tertenadine 


0.11 ±0.03 


(4) 


Off 








market 






0.36 ± 0.045 


(3) 


not listed 




iviecnzine 


1.2 


(D 


iNOi listed 




Clemastine 

V.* Ivll ICIOll 1 H> 


1.6 ±1.0 


(4) 


M/rf lio+dH 
INUl HbLfciU 




Chlorcvclizinp 

VIIIUI J 111 


4.0 ± 1 .4 


(3) 


Mot lictoH 


Antipsychotics 




Pimozidp 

1 111 IV/^lUw 


0.06 ± 0.002 


(2) 


A 

\ 




nctlwfJt?! lUUIc 


0.17 ±0.035 


(3) 


1 

I 




PicnDfiHrttiD 
rvlo JJtSI lUUIlt; 


1.1 


o 




ll 1 IT l"IT t"iT IVI Q7inQ 

wiiiui promazine 


1.4 ±0.57 


(2) 


1 

■ 






1.9 ±0.28 


(2) 


INIUl llbltiU 




riupnenazine 


2.5 ± 0.57 


(2) 


inui iioieu 




rTocmorperazine 


4.0 ±2.4 


(3) 


Not listed 




ois- 1 niotnixene 


8.6 ±2.7 


(2) 


Not listed 






17 ±4.1 


(3) 


Not listed 


Antidepressives 




Clomipramine 


6.5 ± 1.9 


(2) 


A 

4 




Fluoxetine 


6.7 ±2.2 


(2) 


A 

4 




Amitriptyline 


18 ±4.9 


(2) 


He 




Doxepine 


24 


4 




Amoxapine 


31 ±7.1 


(2) 


4 




Imipramine 


31 


4 




Desipramine 


35 ±9.2 


(3) 


4 




Trimipramine 


No effect at 10 


4 


Miscellaneous 




Tamoxifen 


0.24 ±0.08 


(3) 


2 




Bepridil 


0.36 ± 0.26 


(2) 


1 




Ketoconazole 


7.6 ±1.6 


(4) 


4 



* Kj values were calculated as described in the methods 
5 ** The risk groups have been obtained from the home page www. torsades. org and 
are defined as: 

1 : Drugs that are generally accepted by authorities to have a risk of Torsades 
de Pointes (TdP) 

2: Drugs that in some reports may be associated with TdP 
1 0 but at this time lack substantial evidence 
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4: Drugs that, in some reports, have been weakly associated with TdP but 
that when used in usual dosages are unlikely to be a risk for TdP. 

Solubility 
Method: 

The compound is dissolved as a 10 mM DMSO solution and added in small increments 
to 2.0 ml of a pH 7 phosphate buffer at room temperature. The additions of the DMSO 
solution are made with about one minute apart. The appearance of opalescence or 
precipitate is visually observed or measured via change in UV absorbance from light 
scattering. 

Results: 

The following compounds having a terminal aliphatic nitrogen in the side chain were 
found to have solubilities of about 75 jaM or more. For example, the five compounds 
below have solubilities of about 75-100 |uM according to this protocol. 





WO 2004/052370 



PCT/DK2003/000857 



105 




Similarity, the two compounds below also having a terminal aliphatic nitrogen in the 
side chain have solubilities of about 150 pM 

5 




In contrast, the related di-chloro derivatives below lacking such an ionisable moiety 
1 0 displayed a solubility of about 5 pM or less. 




Synthesis Examples 
General comments: 

20 1 H NMR data are given either in full detail or with selected characteristic peaks. 

LC/MS was performed on an Agilent 1100-series instrument. LC/MS methods are as 
follows: 

an20p10 : Column: Agilent Zorbax Eclipse XDB-C18 (4.6x150 mm, 5/y); Flow: 0.8 
mL/min; Gradient: 0-8 min: 20-95% MeCN in water, 8-10 min: 95% MeCN in water; 
25 Modifier: 0.1% formic acid; MS-ionisation mode: API-ES (pos.). 

an20p15 : As an20p10, but Gradient: 0-10 min: 20-95% MeCN in water, 10-15 min 95% 
MeCN in water. 
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an05p7: Column: Waters XTerra MS C18 (2.1x5 mm, 5//); Flow: 1.2 mL/min; Gradient: 
0-4 min: 5-96% MeCN in water, 4-4.5 min: 96% MeCN in water, 4.5-6.5 min: 100% 
MeCN in water; 1% NH3 was added to the solvent as modifier; MS-ionisation mode: 
API-ES (pos.). 

an07n7: As an05p7, but MS-ionisation mode: API-ES (neg.). 

aolOpS: Column: Waters XTerra MS C18 (2.1x5 mm, 5/y); Flow: 1.0 mL/min; Gradient: 
0-5 min: 10-100% MeCN, 5-7.5 min: 100% MeCN; MS-ionisation mode: API-ES (pos.). 

General synthetic route I: 




2-(4-Ethylpiperazin-1-yl)-4-methylquinoline. A stirred mixture of 2-chlorolepidine (22 
g, 124 mmol) and N-ethylpiperazine (50 ml_, 395 mmol) was heated to 150 °C for 2 
hours. Excess N-ethylpiperazine was removed in vacuo. The residue was taken up in 
3% aqueous HCI (800 ml_). The aqueous phase was washed twice with DCM, 4 N 
NaOH added until pH 8 was reached, and extracted with DCM (4x200 m!_). The extract 
was concentrated, and the residue was dissolved in Et 2 0 (500 ml_). Insoluble material 
was filtered off, and the organic phase was concentrated in vacuo to give 28 g (88%) of 
the pure title compound as a light yellow oil. The product was used without further 
purification. LC/MS (an20p10): Rt 1.90, m/z 256.1 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 3 
1.18 (t, 3H, J= 7.2 Hz), 2.52 (q, 2H, J= 7.2 Hz,), 2.61 (s, 3H,), 2.63 ("t", 4H, J= 5.1 
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Hz), 3.81 (T, 4H, J =5.1 Hz), 6.85 (d, 1H, J= 0.8 Hz), 7.26 (m, 1H), 7.54 (m, 1H), 7.75 
(ddd, 1H, J= 14.9, 8.3, 1.3 Hz); 13 C NMR(300 MHz, CDCI 3 ): 5 12.3, 19.5, 45.4, 52.8, 
53.2, 110.1, 122.4, 123.8, 123.8, 127.5, 129.5, 145.3, 148.2, 157.6. 

5 Example 2 

2-(4-Ethylpiperazin-1-yl)-4-methyl-6-nitroquinoline. The quinoline from Example 1 
(6.0 g, 24 mmol) at was added in small portions to stirred cold (0 °C) fuming HNO s 
(>90%, 60 mL). The reaction was stirred at 0 °C for 1 h, then poured into an ice/water 

10 mixture. To the acid was added 4 N NaOH until pH 12 was reached, and the solution 
was left to precipitate overnight. The yellow precipitate was filtered off, washed with 
water (4x100 mL) and dried in vacuo to give 7.0 g (99%) of the pure title compound as 
a yellow solid. The product was used without further purification. LC/MS (an20p10): Rt 
4.59, m/z 301.1 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 5 1.18 (t, 3H, J= 7.1 Hz), 2.52 (q, 

15 2H, J = 7.2 Hz), 2.62 ("t", 4H, J = 5.3 Hz), 2.67 (s, 3H), 3.90 ("t", 4H, J = 5.3 Hz), 6.92 
(d, 1H, J=0.8 Hz), 7.67 (d, 1H, J=9.2 Hz), 8.30 (dd, 1H, J=9.2, 2.6 Hz), 8.72 (d, 1H, 
J = 2.5 Hz). 



Example 3 




2-(4-EthyIpiperazin-1-yl)-4-methyl-6-aminoquinoIine. The quinoline from Example 2 
(5.3 g, 17 mmol) in THF (150 mL) under argon was added to a suspension of 5% Pd/C 
(1.0 g) in THF (10 mL). The argon atmosphere was substituted with hydrogen, and the 
reaction was stirred under 1 atm H 2 for 12 h. The reaction mixture was filtered through 
25 a pad of Celite and concentrated in vacuo to give 4.65 g (97%) of the pure title product 
as a greenish oil. LC/MS (an20p10): Rt 1.60, m/z 171.1 [MH + ]; 1 H NMR (300 MHz, 
CDCI 3 ): 5 1.15 (t, 3H, J= 7.3 Hz), 2.02 (s, 2H), 2.49 (q, 2H, 7.2 Hz), 2.50 (s, 3H), 2.60 
("t", 4H, J = 5.3 Hz), 3.69 ("t", 4H, J = 5.1 Hz), 6.79 (d, 1H, J = 0.9 Hz), 6.96 (d, 1H, J = 
2.4 Hz), 7.02 (dd, 1 H, J = 8.7, 2.6 Hz), 7.58 (dd, 1H, J = 8.9, 0.6 Hz); 13 C NMR (300 
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MHz, CDCI3): 5 12.1, 19.6, 45.7, 52.8, 53.1, 106.1, 110.8, 121.1, 124.8, 128.7, 128.7, 
133.6, 141.7, 142.6, 143.7, 156.2. 

Example 4 



2-(4-Chlorophenoxy)-N-[2-(4-ethylpiperazin-1-yl)-4-methylquinolin-6-yl]- 
acetamide. Aminoquinoline from Example 3 (1.54 g, 5.7 mmol) in dry DCM (15 ml) 
u/Ar was added to freshly prepared 4-chlorophenoxyacetyl chloride (1.2 g, 6.0 mmol) in 
DCM dropwise at r.t. The resulting green slurry was stirred for 3 h. The reaction was 
diluted with DCM (200 ml), washed with 1 N NaOH and brine, dried and concentrated 
to 2.40 g (96%) of the pure title compound as a light brown solid. The crude product 
was recrystallized from MeOH to give 1.65 g of the title compound as light brown 
needles. LC/MS (an20p10): Rt4.37 min, m/z 439.1 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 
5 1.15 (t, 3H, J = 7.3 Hz), 2.49 (q, 2H, 7.2 Hz), 2.59 (s, 3H), 2.59 (m, 4H), 3.77 (m, 
4H), 6.85 (d, 1H, J= 0.8 Hz), 6.95 (m, 2H), 7.31 (m, 2H), 7.53 (dd, 1H, J= 8.9, 2.3 Hz), 
7.69 (d, 1H, J= 8.9 Hz), 8.20 (d, 1H, J= 2.5 Hz), 8.31 (s, 1H); 13 C NMR (300 MHz, 
CDCI3): 8 12.1, 19.6, 45.7, 52.8, 53.1, 106.1, 110.8, 121.1, 124.8, 128.7, 128.7, 133.6, 
141.7, 142.6, 143.7, 156.2. 

Example 5 



N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-3-phenyl-propionamide. A 

solution of aminoquinoline from Example 3 (0.10 mmol) in dry DCM (1 .5 ml) was 
added to a 0.25 M solution of 3-phenylpropionyl chloride (0.5 mL, 0.125 mmol) in dry 
DMS. The reaction was stirred u/Ar over night, then extracted with Na 2 C0 3 (sat.). The 
organic phase was concentrated and the residue was purified by chromatography 
(Si0 2 , [MeOH w/5% NH 3 ]: EtOAc, 1:9 to 1:5) to give the title compound. LC/MS 
(an20p10): Rt 4.460 min, m/z 403.2 [MH*]. 
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2-(2,4-Dichloro-phenoxy)-N-[2-(4-ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]- 
acetamide. The title compound was made according to a procedure similar to the one 
described for Example 5. LC/MS (an20p10): Rt 4.925 min, m/z 473.1 [MH + ]. 



Example 7 




(E)-N-[2-(4-Ethyl-pipera2in-1-yl)-4-methyl-quinolin-6-yl]-3-(4-trifluoromethoxy- 
phenyO-acrylamide. The title compound was made according to a procedure similar to 
the one described for Example 5. LC/MS (an20p10): Rt 5.283 min, m/z 485.2 [MH + ]. 



Example 8 




(E)-N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-3-phenyl-acrylamide. The 

title compound was made according to a procedure similar to the one described for 
Example 5. LC/MS (an20p10): Rt 4.610 min, m/z 401 .2 [MH + ]. 



Example 9 
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(E)-N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-2-methyl-3-phenyl- 
acrylamide. The title compound was made according to a procedure similar to the one 
described for Example 5. LC/MS (an20p10): Rt 5.730 min, m/z 415.2 [MH + ]. 



Example 10 




N-[2-(4-Ethyl-piperazin-1-yl)-4-methyl-quinolin-6-yl]-2-phenoxy-acetamide. The 

title compound was made according to a procedure similar to the one described for 
Example 5. LC/MS (an20p10): Rt 5.165 min, m/z 405.2 [MH + ]. 

Example 11 




4-Methyl-2-(4-methyl-piperazin-1-yl)-quinoline. The title compound was made 
according to a procedure similar to the one described for Example 1 . LC/MS 
(an20p10): Rt 2.49 min, m/z 242.1[MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 8 2.37 (s, 3H), 
2.56 ("t", 4H, J = 4.9 Hz), 2.60 (s, 3H), 3.77 ("t", 4H, J = 4.0 Hz), 6.85 (d, 1H, 0.8 Hz), 
7.25 (m, 1H), 7.53 (m, 1H), 7.72 (ddd, 1H, J= 8.3, 1.1, 0.6 Hz), 7.77 (dd, 1H, J= 8.3, 
1.3 Hz); 13 C NMR(75 MHz, CDCI 3 ): 5 19.6, 45.4, 46.5, 55.4, 110.2, 122.5, 123.8, 123.8, 
127.5, 129.6, 145.4, 148.2, 157.6. 

»0 





4-Methyl-2-(4-methyl-piperazin-1-yl)-6-nitro-quinoline. The title compound was 
made according to a procedure similar to the one described for Example 2. LC/MS 
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(an20p10): Rt 4.31 min, m/z 287.1[MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 5 2.38 (s, 3H), 
2.59 (m, 4H), 2.65 (s, 3H), 3.88 (m, 4H), 6.92 (s, 1H), 7.66 (d, 1H, J = 9.2 Hz), 8.30 (dd, 
1H, J= 9.2, 2.4 Hz), 8.70 (d, 1H, J = 2.4 Hz); 13 C NMR(75 MHz, CDCI 3 ): 5 19.6, 44.9, 
46.5, 55.3, 111.2, 121.3, 122.2, 123.8, 127.9, 142.1, 127.1, 152.1, 158.7. 



Example 13 




4-Methyl-2-{4-methyl-piperazin-1-yl)-quinolin-6-ylamine. The title compound was 
made according to a procedure similar to the one described for Example 3. LC/MS 
(an20p10): Rt 1.57 min, m/z 257.1 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 5 2.38 (s, 3H), 
2.52 (s, 3H), 2.58 (m, 4H), 3.70 (m, 4H), 3.73 (br s, 2H), 6.81 (d, 1H, J = 0.8 Hz), 6.98 
(d, 1 H, J = 2.5 Hz), 7.04 (dd, 1 H, J = 8.9, 2.6 Hz), 7.60 (d, 1 H, J = 8.7 Hz); 13 C NMR(75 
MHz, CDCI 3 ): 5 19.6, 45.8, 46.4, 55.4, 106.1, 110.9, 121.1, 124.8, 128.7, 141.7, 142.6, 
143.7, 156.2. 



Example 14 




2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]- 
acetamide. The title compound was made according to a procedure similar to the one 
described for Example 4. LC/MS (an20p10): Rt 4.83 min, m/z 459.0 ( 35 CI-isotope) 
[MH + ]; 1 H NMR (300 MHz, CDCI 3 ): 8 2.37 (s, 3H), 2.56 (m, 4H), 2.59 (s, 3H), 3.76 (m, 
4H), 4.65 (s, 2H), 6.86 (s, 1 H), 6.91 (d, 1 H, J = 8.9 Hz), 7.25 (dd, 1 H, J = 8.9, 2.5 Hz), 
7.46 (d, 1 H, J = 2.5 Hz), 7.51 (dd, 1 H, J = 8.9, 2.4 Hz), 7.69 (d, 1 H, J = 8.9 Hz), 8.27 
(d, 1H, J= 2.3 Hz); 13 C NMR (75 MHz, CDCI 3 ): 8 19.7, 45.4, 46.6, 55.4, 68.9, 110.8, 
114.0, 115.4, 123.1, 123.9, 124.3, 128.2, 128.3, 128.5, 130.7, 131.5, 145.3, 145.9, 
151.9, 157.5, 165.2. 



Example 15 
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(E)-N-[4-Methyl-2-(4-meth^ The 

title compound was made according to a procedure similar to the one described for 
Example 5. LC/MS (an20p10): Rt4.87 min, m/z401.2 [MH + ]. 

5 

Example 16 




(E)-N-[4-Methyl-2-(4-methyl-piperazin-1 -yl)-quinolin-6-yl]-3-(4-trifluoromethoxy- 
phenyl)~acrylamide. The title compound was made according to a procedure similar to 
10 the one described for Example 5. LC/MS (an20p10): Rt 5.409 min, m/z 471.1 [MH + ]. 



Example 17 




(E)-N-[4-Methyl-2-(4-methyl-p^ 

15 The title compound was made according to a procedure similar to the one described for 
Example 5. LC/MS (an20p10): Rt 4.137 min, m/z 387.2 [MH + ]. 

Example 18 
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N-[4-Methyl-2-(4-methyl-piperazin-1-y|)-quinolin-6-yl]-3-phenyI-propionamide. The 

title compound was made according to a procedure similar to the one described for 
Example 5. LC/MS (an20p10): Rt 4.676 min, m/z 389.2 [MH + ]. 



Example 19 




N-[4-Methyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-yl]-2-phenoxy-acetamide. The 

title compound was made according to a procedure similar to the one described for 
Example 5. LC/MS (an20p10): Rt 4.695 min, m/z 391.2 [MH + ]. 



General synthetic route II 




2-Hydroxy-4-methyl-6-nitroquinoline. 2-Hydroxylepidine (10 g, 63 mmol) was added 
slowly to cooled (0 °C), stirred fuming HN0 3 (>90%, 75 ml). After 2 h the reaction 
mixture was poured over ice, and 4 M NaOH (aq.) was added until pH > 7. The 
precipitate was filtered off and washed with water. The crude product was recrystallized 
from ethanol to give 9.86 g (82%) of the pure title compound. 1 H NMR (300 MHz, 
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DMSO-d 6 ): 5 2.50 (s, 3H), 6.57 (d, 1H, J= 1.1 Hz), 7.43 (d, 1H, J= 9.0 Hz), 8.34 (dd, 
1H, J =9.2, 2.6 Hz), 8.50 (d, 1H, J = 2.5 Hz), 12.18 (brs, 1H). 

Example 21 



2-Chloro-4-methyl-6-nitroquinoline. 2-Hydroxy-4-methyl-6-nitroquinoline (503 mg, 
2.46 mmol) was added to POCI 3 (3 ml, 32 mmol) and mixture was heated by 
microwaves to 150 °C for 5 min. The violet reaction mixture was poured into water and 
stirred until excess POCI 3 was destroyed. 4 N NaOH was carefully added to the 
aqueous phase until pH 7 was reached, and the precipitate was filtered off and dried to 
give 530 mg (97%) of the pure title compound as a violet solid. The product was used 
without further purification. LC/MS (an20p10): Rt 10.51, m/z 222.9 ( 35 CI-isotope) [MH + ]; 
1 H NMR (300 MHz, DMSp-d 6 ): 6 2.81 (s, Me), 7.73 (s, H-3), 8.15 (d, J = 9.2 Hz), 8.52 
(dd, J = 9.2, 2.6 Hz), 8.96 (d, J = 2.4 Hz, H-5). 

Example 22 



2-Chloro-4-methyl-6-aminoquinoline. To a suspension of 5% Pt/C (85 mg) in MeOH 
(35 ml) was added 2-Chloro-4-methyl-6-nitroquinoline (508 mg, 2.28 mmol). The 
reaction was stirred under 1 atm H 2 at room temperature for 2 h. Filtration through a 
pad of Celite and concentration gave 360 mg (82%) of the title compound as a yellow 
solid. The product was used without further purification. LC/MS (an20p10): Rt 7.69 min, 
m/z 193.0 ( 35 CI-isotope) [MH+]; 1 H NMR (300 MHz, DMSO-d 6 ): 8 2.49 (d, 3H, J = 0.9 
Hz), 5.85 (brs, 2H), 6.90 (d, 1H, J = 2.5 Hz), 7.17 (dd, 1H, J= 9.0, 2.4 Hz), 7.22 (d, 1H, 
J= 0.8 Hz), 7.61 (d, 1H, J= 8.9 Hz); 13 C NMR (300 MHz, DMSO-d 6 ): 5 19.0, 102.8, 
122.5, 122.8, 129.3, 130.0, 141.4, 144.7, 145.9, 148.4. 

Example 23 





o 
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(4-Trifluoromethoxy-phenoxy)-acetyl chloride. 

To trifluoromethoxyphenol (1.53 g, 8.6 mmol) and ethyl acetate (0.95 ml, 8.6 mmol) in 
acetone (5 ml) was added K 2 C0 3 (1.2 g, 8.6 mmol), and the reaction was stirred at r.t. 
for 1 h, then concentrated. The residue was partitioned between EtOAc and water. The 
organic phase was washed with brine, dried (MgS0 4 ) and concentrated. The residue 
was purified by flash chromatography (Si0 2 , EtOAc: heptane, 1:5) to give 1.8 g (80%) 
Ethyl (4-Trifluoromethoxy-phenoxy)-acetate as pale yellow oil. 
Ethyl (4-Trifluoromethoxy-phenoxy)-acetate (1.67 g, 6.32 mmol) in THF (10 mL) was 
added LiOH (477 mmol, 11.4 mmol) dissolved in water (40 mL), and the reaction was 
stirred vigorously for 12 h. 3% HCI was then added until pH <1, and the mixture was 
extracted with DCM. The organic phase was washed with brine, dried (MgS0 4 ) and 
concentrated to give 1 .43 g (96%) (4-trifluoromethoxy-phenoxy)-acetic acid as a white 
solid. 

To (4-trifluoromethoxy-phenoxy)-acetic acid (1.25 g, 5.29 mmol) in dry DCM (10 Ml) at 
0 °C was added oxalyl chloride (470 //L, 5.3 mmol). DMF (1 drop) was added, and the 
reaction was stirred at r.t. for 1 h. The solution was used directly in the next step. TLC 
(SiQ 2 , EtOAc: heptane, 1:1): Rf 0.3. 



Example 24 




N-(2-Chloro-4-methyl-quinolin-6-yl)-2-(4- trifluoromethoxyphenoxy)-acetamide. To 

chloroquinoline (4.33 g, 22.4 mmol) in dry DCM (120 mL) was added dropwise 4- 
trifluoromethoxyphenoxyacetyl chloride (6.32 g, 24.8 mmol). The reaction was stirred at 
room temperature for 2 hours, and then poured into MeOH (380 mL) to give a 
homogenous solution. Water (250 mL) was added in small portions, and the mixture 
was left to precipitate. The precipitate was filtered off, washed with MeOH/water (1:1, 
200 mL). The solution was concentrated until precipitation started, and left to give a 
second crop, that was collected and washed like the first crop. The combined product 
was dried to give 8.72 g (95%) of the pure title compound as a white solid. The product 
was used without further purification. LC/MS (an20p10): Rt 4.22 min, m/z 41 1 .0 ( 35 CI- 
isotope) [MH+]; 1 H NMR (300 MHz, DMSO-d 6 ): 8 2.62 (s, 3H), 4.84 (s, 2H), 7.13 (d, 2H, 
J = 9.0 Hz), 7.34 (d, 2H, J = 9.1 Hz), 7.91 (d, 1 H, J = 9.2 Hz), 7.98 (dd, 1 H, 9.0, 2.3 
Hz), 8.49 (d, 1H, 1.9 Hz), 10.55 (s, 1H); 13 C NMR (300 MHz, DMSO-d 6 ): 8 18.9, 68.2, 
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113.1, 116.8, 123.4, 123.4, 125.1, 127.9, 129.9, 137.8, 143.1, 144.7, 148.8, 157.5, 
167.7. 



Example 25 




N-(2-[1,4]Diazepan-1-yl-4-methylquinolin-6-yl)-2-(4-trifluoromethoxyphenoxy)- 
acetamide. To N-(2-chloro-4-methyl-quinolin-6-yl)-2-(4-hydroxy-phenoxy)-acetamide 
(400 mg, 0.97 mmol) was added homopiperazine (4 mL, 40 mmol) and the mixture was 
heated to 140 °C under argon. After 2h, excess homopiperazine was distilled off in 
vacuo, and the residue was purified by flash chromatography (Si0 2 , [MeOH 
w/5%NH 4 OH]:EtOAc, 1:5) to give the title product. LC/MS (an05p7): Rt 3.94 min, m/z 
475.1 [MH + ]. 



Example 26 




N-[4-Methyl-2-(4-methyl-[1,4]diazepan-1-yl)-quinolin-6-yl]-2-(4-trifluoromethoxy- 
phenoxy)-acetamide. To N-(2-chloro-4-methyl-quinolin-6-yl)-2-(4-hydroxy-phenoxy)- 
acetamide (33 mg, 0.08 mmol) was added 2-methylpiperazine (1.0 mL, 8 mmol), and 
the mixture was heated to 100 °C under argon over night. Excess amine was 
evaporated off in vacuo. The residue was dissolved in DCM. The organic phase was 
washed with Na 2 C0 3 (sat.), dried (MgS0 4 ) and concentrated. The residue was purified 
by flash chromatography (Si0 2 , [MeOH w/5%NH 4 OH]:EtOAc, 1:5) to give 23.6 mg 
(60%) the title compound. LC/MS (an20p10): Rt 5.397 min, m/z 489.1 [MH + ]. 



Example 27 
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N-[4-Methyl-2-((S)-3-methyl-piperazin-1-yl)-quinolin-6-yl]-2-(4-trifluoromethoxy- 
phenoxy)-acetamide. To N-(2-Chloro-4-methyl-quinolin-6-yl)-2-(4-hydroxy-phenoxy)- 
acetamide (150 mg, 0.367 mmol) was added 2-methylpiperazine (180 mg, 0.84 mmol) 
and the mixture was heated to 130 °C under argon fro 45-50 min. Excess amine was 
evaporated off in vacuo and DCM (2 mL) was added. The organic phase was washed 
with Na 2 C0 3 (sat.) and concentrated. The residue was purified by flash 
chromatography (Si0 2 , [MeOH w/5%NH 4 OH]:EtOAc, 1:5) to give the title compound. 
LC/MS (an05p7): Rt 3.868 min, m/z 475.2 [MH + ]. 



Example 28 




N-[4-Methyl-2-(4-methyI-piperazin-1-yl)-quinolin-6-yI]-2-(4-trifluoromethoxy- 
phenoxy)-acetamide. The title compound was made according to a procedure similar 
to the one described for Example 27. LC/MS (an20p10): Rt 6.061 min, m/z 475.1 
[MH + ]. 



Example 29 




2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-methyl-[1,4]diazepan-1-yl)-quinolin-6-yl]- 
acetamide. The title compound was made according to a procedure similar to the one 
described for Example 27. LC/MS (an20p10): Rt 4.869 min, m/z 439.1 [MH + ]. 



Example 30 
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2-(3,4-Dichloro-phenyl)-^ 

quinolin-6-yl]-acetamide. The title compound was made according to a procedure 
similar to the one described for Example 27. 1 H NMR (300 MHz, CDCI3): 1.16 (s, 
CH3), 1.18 (s, CH3), 2.53 (s, CHS), 3.65 (s, CH2), 8.15 (d, -CONH-) 



Example 31 




N-[4-Methyl-2-((R)-3-methyl-piperazin-1-yl)-qumolin-6-yl]-2-(4-trifluoro 
phenoxy)-acetamide. The title compound was made according to a procedure similar 
to the one described for Example 27. LC/MS (an05p7): Rt 3,86 min, m/z 475,2 [MH + ]. 



Example 32 




N-[2-((3R,5S)-3,5-Dimethyl-p^ 

trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to 
a procedure similar to the one described for Example 27. LC/MS (an05p7): Rt 3,974 
min, m/z 489,2 [MH + ]. 

Example 33 
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10 




N-[2-(4-Amino-piperidin-1-yl)-4-methyl-qurnolin-6-yl]-2-(2,4-dichloro-phenoxy)- 
acetamide. The title compound was made according to a procedure similar to the one 
described for Example 27. LC/MS (an10p8): Rt 5.40 min, m/z 461.1 [MH + ]. 

Example 34 




2-(2,4-Dichloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperldin-1-yl)-quinolin- 
6-yl]-acetamide. The title compound was made according to a procedure similar to 
the one described for Example 27. LC/MS (an10p8): Rt 6.40 min, m/z 513.2 [M + ]. 



Example 35 




N-[2-(4-Amino-piperidin-1-yl)-4-methyl-quinolin-6-yl]-2-p-tolyloxy-acetamjde. The 

title compound was made according to a procedure similar to the one described for 
Example 27. LC/MS (an10p8): Rt4.64 min, m/z 405.2 [M + ]. 



Example 36 
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N-[4-Methyl-2-(4-pyrro 

acetamide. The title compound was made according to a procedure similar to the one 
described for Example 27. LC/MS (an!0p8): Rt 5.36 min, m/z 459.2 [MH + ]. 



5 Example 37 




2-(4-Chloro-phenoxy)-N-[4-methyl-2-(4-pyrrolidin-1-yl-piperid 

yl]-acetamlde. The title compound was made according to a procedure similar to the 

one described for Example 27. LC/MS (an10p8): Rt 5.43 min, m/z 480.2 [MH + ]. 

10 

Example 38 




N-{2-[4-(2-Hydroxy-ethyI)-piperaz 

trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to a 
15 procedure similar to the one described for Example 27. LC/MS (an05p7): Rt 4,069 min, 
m/z 505.2 [MH + ]. 



General synthetic route III 
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Example 39 




F 

N-[2-(2-Dimethylamino-ethylamino)-4-methyI^ 

phenoxy)-acetamide. 2-N-Boc-N-(dimethylaminoethyl)-4-methyl-6-aminoquinoline (50 
5 mg, 0.15 mmol) was added 0.3 M solution of 4-trifluoromethoxyphenoxyacetyl chloride 
in DCM (0.50 mL, 0.15 mmol) and TFA (40 //L, 0.3 mmol). The reaction were stirred for 
12h under argon. TFA (100 uL) was added, and the stirring was continued for 2 days. 
The reaction was concentrated. The residue was dissolved in DCM and washed with 
Na 2 C0 3 (sat), dried (MgS0 4 ) and concentrated. The residue was purified by 
10 chromatography (Si0 2 , [MeOH w/5% NH 3 ]: EtOAc, 1:9 to 1:5) to give the title 
compound. LC/MS (an05p7): Rt 4.081 min, m/z 463.1 [MH + ]. 

Example 40 



F^Vo 





15 N-[2~(2-Diisopropylamino-ethylamino)-4-^ 

trifluoromethoxy~phenoxy)-acetamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an05p7): Rt 5.364 min, 
m/z 519.2 [MH + ] 



20 Example 41 




N-[2-(2~DiethyIamino~ethylamm 

phenoxy)~acetamide. The title compound was made according to a procedure similar 
to the one described for Example 39. LC/MS (an05p7): Rt 4.529 min, m/z 491 .1 [MhT] 



Example 42 
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F^O 





N-[4-Methyl-2-(2-morpholin-4-yl-ett^ 

phenoxy)-acetamide. The title compound was made according to a procedure similar 
to the one described for Example 39. LC/MS (an05p7): Rt 3.671 min, m/z 505.1 [MhT]. 



Example 43 



// 




N-[4-Methyl-2-(2-piperidin-l -yl-ethylamino)-quinoIin-6-yl]-2-(4-trifluoromethoxy- 
phenoxy)-acetamide. The title compound was made according to a procedure similar 
10 to the one described for Example 39. LC/MS (an05p7): Rt 4.388 min, m/z 503.1 [MH + ]. 



Example 44 




N-{2-[(1-Ethyl-pyrrolidin-2-ylmethyl)-amlno]-4-methyl-quinolin-6-yl}-2-(4- 
15 trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an05p7): Rt 4.910 min, 
m/z 503.1 [MhT]. 



Example 45 




N-[2-(3-Dlmethylamino-2,2-dimethyl-propylamino)-4-methyI-quinoIln-6-yn 
trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to a 
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procedure similar to the one described for Example 39. LC/MS (an05p7): Rt 4.593 min, 
m/z 505.1 [MH + ]. 



Example 46 




N-[2-(3-Dimethylamino-propylamino)-4-methyl-quinolin-6-yl]-2-(4- 
trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an05p7): Rt 4.101 min, 
m/z 477.1 [MH + ]. 



Example 47 




(E)-N-[2-(2-Dimethylamino-ethylamino)-4-methyl-quinolin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p10): Rt 4.52 min, 
m/z 459.2 [MH + ]. 



Example 48 




2-(2,4-Dichloro-phenoxy)-N-[2-(2-dimethylamino-ethylamino)-4-methyl-quinolin-6- 
yl]-acetamide. The title compound was made according to a procedure similar to the 
one described for Example 39. LC/MS (an20p10): Rt 5.16 min, m/z 447.1 [MH + ]. 



Example 49 
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F 

(E)-N-(4-Methyl-2-piperazin-1-yl-quinolin-6-yl)-3-(44rifluorom 

acrylamide. The title compound was made according to a procedure similar to the one 

described for Example 51. LC/MS (an20p10): Rt 5,030 min, m/z 457,1 [MH + ]. 



Example 50 




ci 



2-(2,44Dichloro-phenoxy)4sl-(4-meta^ 

The title compound was made according to a procedure similar to the one described for 
Example 51. LC/MS (an20p10): Rt 5,118 min, m/z 445,1 [MhT]. 



Example 51 




(E)-N-[2-((3R,5S)-3,5-Dimethy^^ 

trifluoromethoxy-phenyl)-acrylamide. The N-Boc analog (0.6 g, 1.0 mmol) was 
added 10% TFA in DCM (30 mL), and the mixture was stirred at r.t. for 2 h. The 
reaction was basified with Na 2 C0 3 . Sat. NaHC0 3 (50 mL) was added the the mixture 
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was extracted with DCM (3x50 mL). The organic phase was dried (MgS0 4 ) and 
contcentrated. The residue was washed with Et 2 0 and dried to give 324 mg (65%) of 
the title compound. LC/MS (an20p10): Rt 5.85 min, m/z 485.2 [MH + ]. 



Example 52 




(E)-N-(2-[1,4]Diazepan-1-yl-4-methyl-quinolin-6-yl)-3-(44rifIuorom 

acrylamide. The title compound was made according to a procedure similar to the one 

described for Example 51. LC/MS (an20p10): Rt 5.42 min, m/z 471.1 [MH + ]. 



Example 53 




(E)-N-[2-(2-Dimethylamino-1 -^^ 

trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p10): Rt 5.75 min, 
m/z 473.1 [MH + ]. 

Example 54 




N-[2-(4-Amino-piperidin-1 «y0 

acetamide. The title compound was made according to a procedure similar to the one 
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described for Example 27. 1 H NMR (300 MHz, DMSO): 3.16 (s, ArCH3), 3.35 (s, - 
NCH3), 3.73 (s, ArCH2-), 8.14 (d, -CONH-). 



Example 55 




2-(3,4-Dichloro-phenyl)-N-[2-(3-dimethylamino-pyrrolidin-1-yl)-4-methyl-quinolin- 
6-yl]-acetamide. The title compound was made according to a procedure similar to 
the one described for Example 27. 1 H NMR (300 MHz, CDCI3): 2.35 (s, N(CH3)2), 
2.56 (s, CH3), 3.71 (s, CH2), 8.18 (d, -CONH-). 



Example 56 




N-(2-[1,4]Diazepan-1-yl-4-methyl-quinolin-6-yl)-2-(3,4-dichloro-phenyl)-acetamide. 

The title compound was made according to a procedure similar to the one described for 
Example 27. LC/MS (an05n7): Rt 3.81 min, m/z 443.0 [M]. 



Example 57 




(E)-N-[2-(2-Diisopropylamino-ethylamino)-4-methyl-quinolin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 8,612 
min, m/z 515,2 [MH + ]. 



Example 58 
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(E)-N-[2-(2-DiethyIamino-et^ 

trifluoromethoxy-phenyI)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 7,424 
min, m/z 487,2 [MhT]. 



Example 59 




(E)-N-[4-Methyl-2-(2-morpholin-4»yl-ethylamino)-quinolin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)~acryIamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 7,186 
min, m/z 501,1 [MH + ]. 



Example 60 




(E)-N-[4-Methyl-2-(2-piperidin-1-yl-ethylamino)-quinolin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 7,455 
min, m/z 499.2 [MH + ]. 



Example 61 
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(E)-N-[4-Methyl-2-(2-pyrrolidin-1-yl-ethyIamino)-quinolin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 7,551 
min, m/z 485.1 [MH + ]. 



Example 62 




(E)-N-{2-[(1-Ethyl-pyrrolidin-2-ylmethyl)-amino]-4-methyl-quinolin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 8,767 
min, m/z 499.2 [MH + ]. 

Example 63 



(E)-N-[2-(3-Dimethylamino-2,2-dimethyl-propylamino)-4-methyl-quinolin-6-yl]-3- 
(4-trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to 
a procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 7,475 
min, m/z 501 .2 [MH + ]. 

Example 64 



(E)-N-[2-(3-Dimethylamino-propylamino)-4-methyl-quinolin-6-yl]-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an20p15): Rt 7,179 
min, m/z 473.1 [MH + ] 
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Example 65 




or ^ "ci 

2-(2,4-DfchIoro-phenoxy)-N-{2-[(1-ethyl-pyrrolidin-2-yImethyl)-^ 
quinolin-6-yI}-acetamide. The title compound was made according to a procedure 
similar to the one described for Example 39. LC/MS (an10p8): Rt 6.425 min, m/z 487.2 
[MhT]. 



Example 66 




c ,jOC ci 

2-(2,4-Dichloro-phenoxy)-N-[2-(3-dimethylamino-2,2-dimethyl-propylamin 
methyl-quinolin-6-yl]-acetamide. The title compound was made according to a 
procedure similar to the one described for Example 39. LC/MS (an10p8): Rt 5.641 min, 
m/z 489.2 [MhT]. 



Example 67 



F v° 





N-[2-(4-Amino-piperidm-1-yl)-4-methyI-quinolin-6-yl]-2-(44^ 
phenoxy)-acetamide. The title compound was made according to a procedure similar 
to the one described for Example 27. LC/MS (an05p7): Rt 3.88 min, m/z 475.2 [MH + ]. 



Example 68 
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(E)-3-(2,4-Dichloro-phenyl)-N-(4-methyl-2-piperazin-1-yl-quinolin-6-yl)-acrylamide. 

The title compound was made according to a procedure similar to the one described for 
Example 51 . LC/MS (an10p8): Rt 4.620 min, m/z 441.1 [MH + ]. 



Example 69 




N-[2-(4-Amino-piperidin-1-yl)-4-methyl-quinolin-6-yl]-2-(4-trifluoromethoxy- 
phenoxy)-acetamide. The title compound was made according to a procedure similar 
to the one described for Example 27. LC/MS (an05p7): Rt 4.78 min, m/z 489.2 [MH + ]. 



Example 70 




N-[4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quinolin-6-yl]-2-(4- 
trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to 
a procedure similar to the one described for Example 27. LC/MS (an20p15): Rt 4.731 
min, m/z 529.2 [MH + ]. 



Example 71 




N-[2-((2S,5R)-2,5-Dimethyl-plperazin-1-yl)-4-methyl-quinolin-6-yl]-2-(4- 
trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to 
a procedure similar to the one described for Example 27. LC/MS (an10p8): Rt 4.306 
min, m/z 489.2 [MH + ]. 
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Example 72 




DimethyI-[2-(4-methyl-6-nitro-quinoIin-2-yloxy)-ethyl]-amine. A solution of 2- 
5 chlorolepidine (3.0g, 17 mmol) in dry dioxane (5 mL) was added N,N- 

dimethylethanolamine (1.9 mL, 19 mmol) and NaH (60% in mineral oil, 600 mg, 25 
mmol). The mixture was heated to reflux under inert atmosphere for 12 h. The reaction 
was cooled and added and sat NH 4 CI (70 mL). The aqueous phase was extracted with 
EtOAc. The organic phase was dried (MgS0 4 ) and concentrated. The residue was 
10 purified by chromatography (Si0 2 , [MeOH w/10% NH 4 OH]:DCM, 1:10) to give 1.02 g 
(26%). LC/MS (an20p10): Rt4.27 min, m/z 231.1 [MH + ]. 

Example 73 



0 2 N* 




15 Dimethyl-[2-(4-methyl-6-nitro-quinolin-2-yloxy)-ethyl]-amine. The title compound 
was made according to a procedure similar to the one described for Example 2. 1 H 
NMR (300 MHz, CDCI 3 ): d 2.37 (s, 6H), 2.70 (s, 3H), 2.78 (m, 2H), 4.62 (m, 2H), 6.95 
(s, 1H), 7.91 (d, 1H), 8.39 (dd, 1H), 8.82 (d, 1H). 

20 Example 74 




2-(2-Dimethylamino-ethoxy)-4-methyl-quinolin-6-ylamine. The title compound was 
made according to a procedure similar to the one described for Example 3. LC/MS 
(an20p10): Rt 1.94 min, m/z 246.1 [MH + ]. 

25 

Example 75 
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(E)-N-[2-(2-DimethyIamino^^ 

phenyl)-acrylamide. The title compound was made according to a procedure similar 
to the one described for Example 4. LC/MS (an20p10): Rt 6.76 min, m/z 460.1 [MH + ]; 
1 H NMR (300 MHz, DMSO-d6): 6 2.57 (s, 3H), 2.82 (d, 6H), 5.76 (s, 2H), 10.39 (br s, 
5 1H). 



Example 76 




2-(2,4-Dichloro-phenoxy)«N-[2-(2-d^ 
10 acetamide. The title compound was made according to a procedure similar to the one 
described for Example 4. LC/MS (an20p10): Rt 7.16 min, m/z 448.1 and 450.1. 



Example 77 




1 5 N^^'-Trimethyl-N'^-methyl-quinolin^-yO-ethane-l ,2-diamine. The title 
compound was made according to a procedure similar to the one described for 
Example 1. LC/MS (an20p10): Rt 1.78 min, m/z 244.1 [MH + ]. 

Example 78 




20 

N^^'-Trimethyl-N'^-methyl-e-nitro-quinolin^-yO-ethane-l ,2-diamine. The title 
compound was made according to a procedure similar to the one described for 
Example 2. LC/MS (an20p10): Rt 4.52 min, m/z 289.1 [MH + ]. 



25 Example 79 
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N*2*-(2-Dimethylamino-ethyl)-4,N*2*-dimethyl-quinoline-2,6-diamine. The title 
compound was made according to a procedure similar to the one described for 
Example 3. LC/MS (an20p10): Rt 1.54 min, m/z 259.1 [MH + ]. 

Example 80 




2-(2,4-Dichloro-phenoxy)-N-{2-[(2-dlmethylamino-ethyI)-methyl-amlno]-4-methyl- 
quinolin-6-yl}-acetamide. To the aniline from Example 79 (25 mg, 0.1 mmol) in dry 
DCM (1.5 ml_) was added the acid chloride in dry DCM (0.5 mL, 0.25 M, 0.125 mmol). 
The reaction was stirred u/Ar for 12h, then washed with Na 2 C0 3 (sat.) and 
concentrated. The residue was purified by chromatography (Si0 2> [MeOH w/5% NH 3 ]: 
EtOAc, 1:9 to 1:5) to give the title compound. LC/MS (an20p10): Rt 5.435 min, m/z 
461.1 [MH + ]. 



Example 81 




(E)-N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-4-methyl-quinolin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 80. LC/MS (an20p10): Rt 5.424 
min, m/z 473.2 [MH + ]. 

Example 82 
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(E)-N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-4-methyl-quinolin-6-yl}-3- 
phenyl-acrylamide. The title compound was made according to a procedure similar to 
the one described for Example 80. LC/MS (an20p10): Rt 4.175 min, m/z 389.2 [MH + ]. 

5 

Example 83 




(E)-N-{2-[(2-Dimethylamino-ethyl)-methyl-amlno]-4-methyl-quinolin-6-yl}-3-p-tolyl- 
acrylamide. The title compound was made according to a procedure similar to the one 
1 0 described for Example 80. LC/MS (an20p1 0): Rt 4.692 min, m/z 403.2 [MH + ]. 

Example 84 




2-Phenyl-cyclopropanecarboxylic acid {2-[(2-dimethylamino-ethyl)-methyl- 
15 amino]-4-methyl-quinolin-6-yl}-amide. The title compound was made according to a 
procedure similar to the one described for Example 80. LC/MS (an20p10): Rt 4.312 
min, m/z 403.2 [MH + ]. 

Example 85 

I 
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(E)-N-{2-[(2-Dimethylami^ 

methyl-3-phenyl-acryIamide. The title compound was made according to a procedure 
similar to the one described for Example 80. LC/MS (an20p10): Rt 4.480 min, m/z 
403.2 [MH + ]. 

5 

Example 86 



H 

N-{2-[(2-Dimethylamino-ethyI)-me 

3-yl)-2-oxo-acetamide. The title compound was made according to a procedure 
10 similar to the one described for Example 80. LC/MS (an20p10): Rt 4.168 min, m/z 
430.1 [MH + ]. 

Example 87 



1 5 Benzo[b]thiophene-2-carboxylic acid {2-[(2-dimethylamino-ethyl)-methyl-amino]- 
4-methyl-quinolin-6-yl}-amide. The title compound was made according to a 
procedure similar to the one described for Example 80. LC/MS (an20p10): Rt 4.589 
min, m/z 419.1 [MH + ]. 





N — - 



/ 



20 Example 88 



WO 2004/052370 



PCT/DK2003/000857 



136 



N-{2-[(2-Dimethylamino-et^ 

propionamide. The title compound was made according to a procedure similar to the 
one described for Example 80. LC/MS (an20p10): Rt 3.871 min, m/z 391.2 [MhT]. 

Example 89 



N~{2-[(2-DimethyIamino~ethyl)-methy^ 

acetamide. The title compound was made according to a procedure similar to the one 
described for Example 80. LC/MS (an20p10): Rt 4.525 min, m/z 393.2 [MhT]. 

Example 90 



2-(4-Chloro-phenoxy)-N-{2-[^ 

quinolin-6-yl}-acetamide. The title compound was made according to a procedure 
similar to the one described for Example 80. LC/MS (an20p10): Rt 4.714 min, m/z 
427.1 [MhT]. 



Example 91 




(E)-3~(4-Nitro-phenyl)-^ 

quinolin-6-yl}~acryIamide. The title compound was made according to a procedure 
similar to the one described for Example 80. LC/MS (an20p10): Rt 4.354 min, m/z 
434.1 [MH + ]. 

Example 92 
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I 




(E)-3-(2-Chloro-phenyl)-N-{2-[(2-dimethylamino-ethyl)-methyl-amino]-4-methyl- 
quinolin-6-yl}-acrylamide. The title compound was made according to a procedure 
similar to the one described for Example 80. LC/MS (an20p10): Rt 5.411 min, m/z 
5 423.1 [MH + ]. 



Example 93 




2-Phenyl-cyclopropanecarboxylic acid [4-methyl-2-(4-methyl-piperazin-1-yl)- 
10 quinolin-6-yl]-amide. The title compound was made according to a procedure similar 
to the one described for Example 80. LC/MS (an20p10): Rt 4.256 min, m/z 401.2 
[MH + ]. 



Example 94 



15 




Benzo[b]thiophene-2-carboxylic acid [4-methyl-2-(4-methyl-piperazin-1-yl)- 
quinolin-6-yl]-amide. The title compound was made according to a procedure similar 
to the one described for Example 80. LC/MS (an20p10): Rt 4.499 min, m/z 417.1 
[MH + ]. 

20 

Example 95 
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2-Phenyl-cyclopropanecarboxyIic acid [2-(4-ethyl-piperazin-1 -yl)-4-methyI~ 
quinoIin-6-yl]-amide. The title compound was made according to a procedure similar 
to the one described for Example 80. LC/MS (an20p10): Rt 4.557 min, m/z 415.2 
[MhT]. 



Example 96 




1-(4-Bromo-ben2yI)-3-{2-[(2-dlmethylamino-ethyl)-methyl-amino]-4-methyl- 
quinoIin-6-yl}-urea. The title compound was made according to a procedure similar to 
the one described for Example 80. LC/MS (an20p10): Rt 5.510 min, m/z 470.1 [MhT]. 



Example 97 




N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-4-methyl-quinolin-6-yl}-2-(4- 
trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to 
a procedure similar to the one described for Example 80. LC/MS (an05p10): Rt 9.968 
min, m/z 477.2 [MhT]. 



Example 98 




N~{2-[(2-Dimethylamino-ethyl)-^ 

trifluoromethoxy-phenyl)-propionamide. The title compound was made according 
to a procedure similar to the one described for Example 80. LC/MS (an20p10): Rt 
5.480 min, m/z 475.2 [MhT]. 

Example 99 
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H 



N-[2-(4-Ethyl-piperazin-1 ^ 

acetamide. The title compound was made according to a procedure similar to the one 
described for Example 80. LC/MS (an20p10): Rt 4.232 min, m/z 442.1 [MhT]. 

5 

Example 100 




N-Ethyl-^N'-dimethyl^ The 

title compound was made according to a procedure similar to the one described for 
10 Example 2. LC/MS (an20p15): Rt 5.82 min, m/z 303 [MhT]. 



Example 101 




N*2M2-DlmethyIamino-ethyl)-N*2*-ethyN4-methyl-quinoline-2,6-di^ The title 

15 compound was made according to a procedure similar to the one described for 
Example 3. LC/MS (an20p15): Rt 1.68 min, m/z 273 [MH + ]. 



Example 102 




20 (E)4sl-{2-[(2~Dimethylamino-ethyO 

trifluoromethoxy-phenyl)-acrylamide. The title compound was made according to a 
procedure similar to the one described for Example 80. LC/MS (an20p15): Rt 7.4 min, 
m/z 487 [MH*]. 

25 Example 103 
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2-(2,4-Dichloro-phenoxy)-N-{2-[(2-dimethyIamino-ethyl)-ethyl-amino]-4-methyl- 
quinolin-6-yl}-acetamide. The title compound was made according to a procedure 
similar to the one described for Example 80. LC/MS (an20p15): Rt 6.1 min, m/z 475 
[MH + ]. 



Example 104 




Benzo[b]thiophene-2-carboxylic acid [2-(4-ethyl-piperazin-1 -yl)-4-methyl- 
quinolin-6-yl]-amide. The title compound was made according to a procedure similar 
to the one described for Example 80. LC/MS (an20p10): Rt 5.597 min, m/z 431 .1 
[MH + ]. 



Example 105 




(E)-N-{4-Methyl-2-[methyl-(2-methylamino-ethyl)-amino]-quinolin-6-yl}-3-(4- 
trifluoromethoxy-phenyl)-acrylamide. The N-Boc protected compound (2.12 mmol) 
was dissolved in an ethereal solution of hydrogen chloride (2M, 15 ml_) and allowed to 
stand for 90 min, during which time a precipitate was formed which was collected by 
filtration and dried in vacuo to yield the title compound (814 mg, 82% over 2 steps). 
LCMS (an20p10): Rt 5.622 min, m/z 459.2 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ) 8.02 (1H, 
s), 7.55 (2H, m), 7.08 (2H, d), 6.98 (2H, d), 6.84 (1H, s), 6.72 (1H, d), 5.80 (1H, d), 3.68 
(2H, br t), 3.12 (2H, br t), 2.95 (3H, s), 2.65 (3H, s), 2.50 (3H, s). 



Example 106 
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ci- 




2-(2,4-Dichloro-phenylamino)-N-^^ 

methyl-quinolin-6-yl}-acetamide. To a suspension of 6-amino-2-(A/-2- 
dimethylaminoethyl-A/-methylamino)-4-methylquinoline from Example 79 (0.50 g, 2.05 
mmol) and HOBt (0.4 g, 3.1 mmol) in DCM (5 mL) was added PS-CDI (3.0 g, loading 
1.35 mmol/g, 4.1 mmol), and the mixture was stirred for 20 min. 2,4- 
Dichlorophenylaminoacetic acid (0.45 g, 2.05 mmol) was added, and the reaction was 
stirred at r.t. over night. The resin was removed by filtration and extracted with DCM. 
The organc phase was added trisamine (2 g) and stirred for 2h. The resin was removed 
by filtration and the organic phase was concentrated. The residue was purified on an 
SCX-column (Eluent: MeOH, then MeOH w/5% NH 4 OH) to give the title compound. 
LC/MS (an20p10): Rt 5.47 min, m/z 460.41 [M + ]. 

Example 107 



Hexadecane-1 -sulfonic acid {2-[(2-dimethylamino-ethyI)-methyl-amino]-4-methyl- 
quinolin-6-yl}-amide. A vial was charged with dichloromethane (1 mL), aniline (50 mg, 
0.19 mmol) and sulfonyl chloride (0.25 mmol). Dimethyiformamide (0.2 mL) was added 
after 15 min. The reaction mixture was allowed to stand overnight before being purified 
on LCMS to give 7.1 mg of the title compound. 1 H NMR (300MHz, CDCI 3 ) 8.56 (1H, br 
s), 7.70 (1H, d), 7.48 (1H, dd), 6.98 (1H, s), 3.92 (2H, t), 3.22 (3H, s), 3.00 (2H, t), 2.70 
(6H, s), 2.62 (3H, s), 1.80 (2H, m), 1.42-1.18 (31 H, m). 

Example 108 



N-{2-[(2-Dimethylamino-ethyl) 

yl-benzenesulfonamide. The title compound was made according to a procedure 
similar to the one described for Example 107. (3.6 mg); 1 H NMR (300 MHz, CDCI 3 ) 
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8.45 (1H, s), 7.98 (1H, s), 7.78 (2H, d), 7.65 (2H, d), 7.32-7.22 (2H, m), 6.78 (1H, s), 
4.08 (2H, t), 3.22 (3H, s), 3.12 (2H, t), 2.78 (6H, s), 2.50 (3H, s). 

Example 109 



N-(5~{2-[(2-Dimethylamino~ethyI)Hm 

thiophen-2-ylmethyl)-benzamide. The title compound was made according to a 
procedure similar to the one described for Example 107. (14.5 mg); 1 H NMR (300 
MHz, CDCI 3 ) 8.50 (1H, br s), 7.77 (2H, d), 7.60-7.32 (7H, m), 6.98-6.90 (2H, m), 4.63 
10 (2H, s), 4.00 (2H, br t), 3.38 (2H, brt), 3.20 (2H, s), 3.00 (6H, s), 2.50 (3H, s). 

Example 110 



N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-4-methyl-quinolin-6-yl}-4- 
15 trifluoromethoxy-benzenesulfonamide. The title compound was made according to 
a procedure similar to the one described for example 107. (16.5 mg); 1 H NMR (300 
MHz, CDCI3) 8.51 (1H, br s), 7.78 (2H, d), 7.46 (1H, d), 7.35 (1H, d), 7.20 (2H, d), 6.70 
(1H, s), 4.08 (2H, t), 3.20-3.10 (5H, m), 2.80 (6H, s), 2.42 (3H, s). 

20 Example 111 



N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-4-methyl-quinolin-6-yl}-4-phenoxy- 
benzenesulfonamide. The title compound was made according to a procedure similar 
25 to the one described for Example 107. (13.5 mg); 1 H NMR (300MHz, CDCI 3 ) 8.52 (1H, 
brs), 7.68 (2H, d), 7.50-7.32 (3H, m), 7.20-7.15 (2H, m), 7.0 (2H, d), 7.90 (2H, d), 6.70 
(1H, s), 4.06 (2H, br app t), 3.20-3.10 (5H, m), 2.79 (6H, s), 2.49 (3H, s). 

Example 112 
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BiphenyI-4-carboxyIic acid {2-[(2-dimethylamino-ethyl)-methyI-amino]-4-methyl- 
quinoIin-6-yl}-amide. A vial was charged with dichloromethane (2 mL), 
dimethylformamide (0.2 mL), aniline (50 mg, 0.19 mmol), PS-carbodiimide (280 mg), 
hydroxybenzotriazole monohydrate (27 mg, 0.20 mmol) and carboxylic acid (0.25 
mmol). The shaker was set to full for 16 h before the addition of PS-trisamine (100 mg), 
PS-isocyanate (100 mg), followed by shaking for 2 h. The reaction mixture was filtered 
directly onto SCX-plugs utilizing the stacker capability. The reaction mixture residue 
was washed with dichloromethane (2 mL) and methanol (5 mL). The collection rack 
was then charged with clean numbered vials and the product eluted from the SCX 
using a 5% ammonia in ethanol solution (5 mL). The volatiles were removed in vacuo 
to give the title compound. LCMS (an20p10): Rt 4.915 min, m/z 439.2 [MH + ]. 

Example 113 



N-{2-[(2-DimethyIamino-ethyI)-meth^ 

nicotinamide. The title compound was made according to a procedure similar to the 
one described for Example 112. LCMS (an20p10): Rt 4.443 min, m/z 456.2 [MH + ]. 

Example 114 



4-(4-Chloro-phenyl)-cycIohexanecarboxylic acid {2-[(2-dimethylamino-ethyl)- 
methyl-amino]-4-methyl-quinolin-6-yl}-amide. The title compound was made 
according to a procedure similar to the one described for Example 112. LCMS 
(an20p10): Rt 5.450 min, m/z 481.2 [MH*]. 

Example 115 
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N-{2-[(2~Dimethylamino-ethyl)-m^ 

diphenyl-oxazol-2-yl)-propionamide. The title compound was made according to a 
procedure similar to the one described for Example 112. LCMS (an20p10), 5.290 min, 
M + H 534.2 (90%), 267.6 (100%). 

Example 116 



N-{2-[(2-Dimethylamino-ethyl) 

2-phenyl-oxazoI-4-yl)~acetamide. The title compound was made according to a 
procedure similar to the one described for Example 112. LCMS (an20p10), 4.459 min, 
M + H 458.2 (100%), 207.1 (90%). 

Example 117 



2-Biphenyl-4-yI-N-{2-[(2-dime 

yl}-acetamide. The title compound was made according to a procedure similar to the 
one described for Example 112. LCMS (an20p10), 5.077 min, M + H 453.2 (50%), 227.1 
(100%). 

Example 118 



N~{2-[(2-Dimethylamino-ethyI)^^ 

trifluoromethoxy-benzamide. The title compound was made according to a 
procedure similar to the one described for Example 112. LCMS (an20p10): Rt 6.094 
min, m/z 447.1 [MhT]. 
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Example 119 




N. 



N 



F 



F 



N*6*-(3,4-Difluoro-benzyI)-N*2*-(2-dimethylamino-ethyl)-4,N*2*-dimethyl- 
quinoline-2,6-diamine. 6-Amino-2-(A/-2-dimethylaminoethyl-/V-methylamino)-4- 
methylquinoline from Example 79 (2 g, 7.8 mmol), 3,4-difluorobenzaldehyde (1.66 g, 
11.7 mmol, 1.3 ml_), and sodium methoxide (2.1 g, 38.8 mmol) were stirred together in 
methanol (150 ml_) at 40 °C for 48 h before sodium borohydride (653 mg, 17.2 mmol) 
was added and the mixture heated to 50 °C for a further 48 h. The reaction mixture was 
allowed to cool before the volatiles were removed in vacuo. The residue was taken up 
in hydrochloric acid (4M, 50 ml_) and washed with dichloromethane (30 mL). The 
aqueous layer was then basified with sodium hydroxide (4M) to pH 10 and extracted 
with dichloromethane (3 x 30 mL). These organic extracts were combined and washed 
with brine (50 mL), dried over sodium sulfate and reduced in vacuo to yield the title 
compound as a brown oil (1.69 g, 4.4 mmol, 56%) which was used without further 
purification. 

Example 120 



(E)-N-(3,4-Difluoro-benzyl)-N-{2-[(2-dimethylamino-ethyl)-methyl-amino]-4-methyl- 
quinolin-6-yl}-3-(4-trifluoromethoxy-phenyl)-acrylamide. Secondary aniline form 
Example 119 (563 mg, 1.46 mL) was dissolved in dichloromethane (20 mL) and cooled 
to 0°C under nitrogen atmosphere before 4-trifluoromethoxycinnamoyl chloride (364 
mg, 1.46 mmol) was added. After stirring for 15 min, the ice bath was removed and the 
reaction was allowed to stir until complete. A solid residue was formed in the reaction 
and the whole reaction mixture was dissolved in hydrochloric acid (1M, 50 mL) and 
washed with dichloromethane. The aqueous layer was basified with sodium hydroxide 
(4M) and extracted with dichloromethane. These extracts were reduced in vacuo and a 
sample of product was purified on LC/MS to yield the title compound (16 mg, 0.026 
mmol). LCMS (an20p10): Rt 6.500 min, m/z 599.2 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ) 




F 
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7.72 (1H, d), 7.60 (1H, d), 7.40 (1H, s), 7.32-6.97 (8H, m), 6.80 (1H, s), 6.32 (1H, d), 
5.01 (2H, br app s), 4.15 (2H, br app s), 3.30 (2H, br app s), 3.22 (3H, br s), 2.91 (6H, 
brs), 2.51 (3H, brs). 

5 Example 121 




F 



2-(2,4-Dichloro-phenoxy)-N-(3,4-difluoro-benzyl)-N-{2-[(2-dimethylamino-ethyl)- 
methyl-amino]-4-methyl-quinolin-6-yl}-acetamide. The title compound was made 
according to a procedure similar to the one described for Example 112. (4.6 mg); 
10 LC/MS (an20p10): Rt 6.777 min, m/z 587.1 [MH + ]; 1 H NMR (300 MHz, CDCI 3 ) 7.62 (1H, 
d), 7.32 (2H, m), 7.18-6.88 (5H, m), 6.80 (1H, s), 6.68 (1H, d), 4.88 (2H, s), 4.49 (2H, 
s), 4.12 (2H, brt), 3.22 (3H, s), 3.15 (2H, brt), 2.78 (6H, s), 2.47 (3H, s). 

Example 122 

I 

15 F 

(E)-N-{2-[(2-DimethyIamino-ethyl)-methyl-amino]-4-m 

methyl-3-(4-trifluoromethoxy-phenyl)-acrylamide. The title compound was made 
from N*2*-(2-dimethylamino-e^ and 4- 

trifluoromethoxyphenylacryloys chloride according to a procedure similar to the one 
20 described for Example 5. LC/MS (an20p10): Rt 5.37 min, m/z 487 [MhT]. 



Example 123 




2-(2,4-Dichloro-phenoxy)--N-{4-methyI-2-[methyl-(2-methyIamino-ethyl)-a mino]- 
25 quinolin-6-yl}-acetamide. The title compound was made according to a procedure 
similar to the one described for Example 39. LC/MS (an20p10): Rt 5.1 1 min, m/z 447, 
449 [MH + ]. 
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Example 124 




5 2-(3,4-Dichloro~phenyl)-N-[2^ 

yl]-acetamide. The title compound was made according to a procedure similar to the 
one described for Example 39. LC/MS (an20p10): Rt 6.34 min, m/z 431.1 [MH + ]. 



Example 125 




N-[2-(1 -Benzyl-piperidin~4-yte^ 

phenoxy)~acetamide. The title compound was made according to a procedure similar 
to the one described for Example 39. LC/MS (an050p7): Rt 4.40min, m/z 565 [MH + ]. 

15 Example 126 




N-[2-(4-Amino-piperidin-1-yI)-4-^ 

phenoxy)-acetamide. The title compound was made according to a procedure similar 
to the one described for Example 27. LC/MS (an050p7): Rt 3.87min, m/z 475 [MH + ]. 

20 

Example 127 




N-[2-(3-Dimethylamino-pyrrolidin-1-yl)-4-methyI-quinolin-6-yl]-2-(4- 
trifluoromethoxy~phenoxy)-acetamide. The title compound was made according to a 
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procedure similar to the one described for Example 27. LC/MS (an050p7): Rt 4.78min, 
m/z 489 [MH + ]. 

Example 128 



N-[2-(2,5-Diaza-bicyclo[2.2.1]hept-2-yl)-4-methyl-quinolin-6-yl]-2-(4- 
trifluoromethoxy-phenoxy)-acetamide. The title compound was made according to a 
procedure similar to the one described for Example 27. LC/MS (an050p7): Rt 5.78min, 
m/z 473 [MH + ]. 

Example 129 



2-Chloro-4-methyl-quinazoline. To a solution of 2,4-dichloroquinazoline (200mg, 
1mmol) and Pd(PPh 3 ) 4 (81 mg, 0.07eq) in dry THF (3ml) was added a 2N solution of 
trimethylaluminum in hexane (0.17ml, 0.33mmol). The reaction mixture was stirred for 
20h00 at 75°C under an argon atmosphere. The reaction was quenched by the addition 
of water, extracted with ethyl acetate. The organic phase was washed with water, dried 
over MgS0 4 and concentrated in vacuo to give Example 129 (235mg, 
weigh>theoretical w = 179mg, LOmmol) which was used without further purification. 
LC-MS (an10p8): Rt = 2.49min; MW+1 = 179 

Example 130 



4-Methyl-2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quinazoline. A mixture of Example 129 

(120mg, 0.6mmol) and 4-(1-pyrrolidinyl)-piperidine (130mg, 0.8mmol) were stirred for 5 
minutes at 150°C in the microwave. After cooling, the residue was diluted with EtOAc 
and washed with water. The organic phase was dried over MgS0 4 and concentrated in 
vacuo to give Example 130 (199mg, 0.6mmol, 100%) as a pale yellow oil which was 
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used without further purification. 300MHz 1 HNMR (CDCI 3 ): 5ppm 7.2 (t, 1 H); 7.6 (m, 
2H); 7.85 (d, 1H) 

Example 131 



5 1 

4-Methyl-6-nitro-2-(4^ To cooled (-5°C - 

0°C) fumic acid (2ml) was slowly added Example 130 (199mg, 0.6mmol) over a period 
of 15 minutes. After completion, the reaction mixture was stirred for a further 30 
minutes at (-5°C - 0°C). The mixture was then poured onto ice/water and basified with 

10 30%aq.NaOH, extracted with ethyl acetate (2x), dried over MgS0 4 and concentrated in 
vacuo. The residue was purified over silica gel chromatography 
(eluent:CH 2 CI 2 /MeOH/NH 3 : 100/0/0 up to 90/9/1) to give Example 131 (229mg, 
0.6mmol, 100%, estimated yield as 1 HNMR showed required compound + impurities) 
which was used without further purification. 

15 300MHz 1 HNMR (CDCI 3 ): 5ppm 7.55 (d, 1H); 8.35 (d, 1H); 8.75 (s, 1H). 

Example 132 



20 4-Methyl-2-(4-pyrrolidin-1 -yl-piperidin-1 -yl)-quinazolin-6-ylamine. To a solution of 
Example 131 (229mg, 0.6mmol) in methanol (10ml) was added catalytic amount of 
10%wtPd/C. The reaction mixture was stirred under a hydrogen atmosphere at RT for 
2 hours. Catalyst was filtered off and the filtrate was concentrated in vacuo to give 
Example 132 (208mg, 0.6mmol, 100%, estimated yield) which was used without 

25 further purification and characterization in Example 133. 





Example 133 
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c ,j0C ci 




2-(2^DichIoro-phenoxy)-N-[4-methyl-2-(4-^^ 

quinazolin-6-yl]-acetamide. To a cooled (0°C) solution of Example 132 (208mg, 
0.6mmol) in CH 2 CI 2 (10ml) was added, under an inert atmosphere, 2,4- 
5 dichlorophenoxy-acetyl chloride (200mg, 0.8mmol). The reaction mixture was stirred at 
RT overnight. The mixture was then partitioned between water and EtOAc. The 
aqueous phase was basified and extracted with EtOAc. The organic phase was dried 
over MgS0 4 and concentrated in vacuo. The residue was purified over silica gel 
chromatography to give Example 133 (4.4mg, 0.0085mmol, 1.4%). LC-MS (an10p8): 
10 Rt = 7.0min; MW+1 =514 

Example 134 



NjNjN'-Trimethyl-N'^-methyl-quinazoHn^-yO-propane-ljS-diamine. A mixture of 
15 Example 129 (235mg, theoretical w = 179mg, LOmmol) and N,N,N'-trimethyl-1,3- 
propane diamine (0.29ml, 2.0mmol) was stirred for 5 minutes at 150°C in the 
microwave. After cooling, the residue was diluted with CH 2 CI 2 and washed with sat.aq. 
NaHC0 3 . The organic phase was dried over MgS0 4 and concentrated in vacuo to give 
an oil which was purified over SCX column (1g) to give Example 134 (170mg, 
20 0.66mmol, 66%) as an pale brownish-orange oil. LC-MS (an10p8): Rt = 4.55min; 
MW+1 = 259 

Example 135' 



25 N^N'-Trimethyl-N'-^-meto^ To 

cooled (-5°C - 0°C) fumic acid (2ml) was slowly added Example 134 (120mg, 
0.46mmol) over a period of 15 minutes. After completion, the reaction mixture was 
stirred for a further 45 minutes at (-5°C - 0°C). The mixture was then poured onto 
ice/water and basified with 30%aq.NaOH, extracted with ethyl acetate (2x), dried over 
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MgS0 4 and concentrated in vacuo. The residue was purified over silica gel 
chromatography (eluent:CH 2 CI 2 /MeOH/NH 3 : 100/0/0 up to 90/9/1) to give Example 135 
as a yellow oil (13mg, 0.042mmol, 21%). 300MHz 1 HNMR (CDCI 3 ): 5ppm 2.2 (s, 6H); 
2.8 (s, 3H); 3.3 (s, 3H) 

Example 136 



N*2*-(3-Dimethylamino-propyl)-4 J N*2*-dimethyl-quinazoline-2,6-diamlne. 

To a solution of Example 135 (13mg, 0.042mmol) in methanol (5ml) was added 
10%wtPd/C (1.3mg, 10%w/w). The reaction mixture was stirred under a hydrogen 
atmosphere at 35°C for 30 minutes. Catalyst was filtered off and the filtrate was 
concentrated in vacuo to give Example 136 as a yellow oil (1 1.7mg, 0.042mmol, 
100%) which was used without further purification and characterization in Example 
133. 

Example 137 



2(2,4Dlchlorophenoxy)N{2[(3dimethylaminopropyl)methyl-amino]-4-methyl- 
quinazolin-6-yl}-acetamide. To a solution of Example 136 (1 1 .7mg, 0.042mmol) in 
CH 2 CI 2 (1ml) was added 2,4-dichlorophenoxy-acetyl chloride (12.3mg,0.050mmol). The 
reaction mixture was stirred at RT overnight. The mixture was then loaded on a 1g 
silica column and elution was carried out with pure CH 2 CI 2 followed by 
CH 2 CI 2 /MeOH/NH 3 95/4.5/0.5 to give Example 137 as a yellow solid (4.3mg, 
0.009mmol, 21%). 300MHz 1 HNMR (CDCI 3 ): 5ppm 2.35 (s, 6H); 2.75 (s, 3H); 3.25 (s, 
3H); 4.2 (s, 2H). 

Example 138 
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2-(4-Ethyl-piperazin-1-yl)-quinoIine. A mixture of 2-chloroquinoline (650mg, 
3.97mmol) and N-ethylpiperazine (1.27ml, 10mmol) was heated at 90°C overnight 
under an inert atmosphere. After cooling, the mixture was partitioned between CH 2 CI 2 
and 1N aq.HCI. The phases were separated. pH of the aqueous phase was adjusted to 
7 with aq.NaHC0 3 . The aqueous phase was extracted with CH 2 CI 2 (2x5ml). The 
combined organic phases were dried over MgS0 4 and concentrated in vacuo to give 
Example 138 (1.06g, weigh>theoretical w = 958mg, 3.97mmol) which was used 
without further purification. LC-MS (an20p10): Rt = 3.80min; MW+1 = 242. 

Example 139 



2-(4-Ethyl-piperazin-1-yl)-6-nitro-quinoIine. To cooled (-10°C) fuming nitric acid 
(50ml) was slowly added Example 138(958mg, 3.97mmol). After completion, the 
mixture was stirred for three days at RT. The mixture was cooled to 0°C and pH was 
adjusted to 10 by addition of solid Na 2 CO s . The aqueous phase was extracted with 
CH 2 CI 2 (2x20ml). The combined organic phases were dried over MgS0 4 and 
concentrated in vacuo to give Example 139 (530mg, 1.85mmol, 46%) which was used 
without further purification. 300MHz 1 HNMR (CDCI 3 ): Sppm 1.13 (s, 3H); 2.51 (q, 2H); 
2.59 (t, 4H) 

Example 140 



2-(4-Ethyl-piperazin-1-yl)-quinoHn-6-ylamine. To a solution of Example 139 (530mg, 
1.85mmol) in ethanol (20ml) was added 10%wtPd/C (53mg, 10%w/w). The reaction 
mixture was stirred under a hydrogen atmosphere at RT overnight. Catalyst was 
filtered off and the filtrate was concentrated in vacuo to give Example 140 (474mg, 
1.85mmol, 100%) which was used without further purification. LC-MS (an20p10): Rt = 
1.69min; MW+1 = 257. 





nr 



Example 141 
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N-[2-(4-Ethyl-piperazin-1-yl)-quinolin-6-yl]-3-(4-trifluoromethoxy-phenyl)- 
acrylamide. To a solution of Example 140 (20mg, 0.078mmol) in CH 2 CI 2 (1ml) was 
added, under an inert atmosphere, 3-(4-trifluoromethoxyphenyl)prop-2-enoylchloride 
(25mg, 0.097mmol). The reaction mixture was stirred overnight at RT. Ethyl acetate 
(2ml) was added. The organic phase was washed with sat.aq.NaHC0 3 (2ml), dried 
over MgS0 4 and concentrated in vacuo. The residue was purified over silica gel 
chromatography (1g silica; eluent: CH 2 CI 2 , then CH 2 CI 2 /MeOH/NH 3 :300/10/1 to 
100/10/1) to give Example 141 (18mg, 0.036, 49%). LC-MS (an20p10): Rt = 5.57min; 
MW+1 = 471 

Example 142 



2-(2,4-Dichloro-phenoxy)-N-[2-(4-ethyl-piperazin-1-yl)-quinoIin-6-yl]-acetamide. 

According to a similar procedure to the one described in Example 141 was 
synthesised Example 142, using Example 140 as starting material. LC-MS (an20p10): 
Rt = 5.73min; MW = 459. 

Example 143 



N-[2-(4-Ethyl-piperazin-1-yl)-quinolin-6-yl]-3-phenyl-acrylamide. According to a 
similar procedure to the one described in Example 141 was synthesised Example 143, 
using Example 140 as starting material. 300MHz 1 HNMR (CDCI 3 ): 5ppm 1.16(t, 3H); 
2.49(q, 2H); 8.27(s, 1H). 

Example 144 
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N-[2-(4-Ethyl-piperazin-1-yl)-quinoHn-6-yl]-3-p-tolyl-aciylam To a cooled (0°C) 
suspension of 4-methylcinnamic acid (15.8mg, 0.097mmol) were successively added 
oxalyl chloride (6/j\) and DMF (2//I). The reaction mixture was stirred for 30 minutes at 
0°C and then for 1 hour at RT. Triethylamine (16^/1) was then added to give mixture A. 
5 To a solution of Example 140 (20mg, 0.078mmol) in dichloromethane (1ml) was added 
mixture A. The resulting reaction mixture was stirred overnight at RT. Ethyl acetate 
(2ml) was added. The organic phase was washed with sat.aq.NaHCOs (2ml). The 
aqueous phase was extracted with ethyl acetate (2x1 ml). The combined organic 
phases were dried over MgS0 4 and concentrated in vacuo. The residue was 
10 chromatographed on silica (1g, eluent: CH 2 CI 2 , then CH 2 CI 2 /MeOH/NH 3 : 300/10/1 to 
100/10/1) to give Example 144 (7.3mg, 0.018mmol, 23%). 300MHz 1 HNMR (CDCI 3 ): 
5ppm 1.16(t, 3H); 2.39(s, 3H); 2.48(q, 2H); 8.25(s, 1H). 



15 



20 



Example 145 

2-(3,4-Dichloro-phenyl)-N-[2»(4-ethyl-piperazin-1-yl)-quinolin-6-yl]-acetamide. 
According to a similar procedure to the one described in Example 144, Example 145 
was synthesised using Example 140 as starting material. 300MHz 1 HNMR (CDCI 3 ): 
5ppm I.ISft 3H); 2.48(q, 2H); 3.71 (s, 2H); 8.04(s, 1H). 

Example 146 



2-(4-Ethyl-piperazin-1-yl)-3-methyNquinoline. According to a similar procedure to the 
one described in Example 138, Example 146 was synthesised using 2-chloro-3- 
25 methylquinoline and N-ethylpiperazine as starting materials. Example 146 was used as 
crude without analytical characterization in the synthesis of Example 147 



Example 147 




30 2-(4-Ethyl-piperazin-1-yl)-3-methyl-6-nitro-quinoline. According to a similar 

procedure to the one described in Example 139, Example 147 was synthesised using 
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Example 146 as starting material. 300MHz 1 HNMR (CDCI 3 ): 5ppm 1.16 (t, 3H); 2.45 
(s, 3H); 3.52 (t, 4H). 

Example 148 




2-(4-Ethyl-piperazin-1-yl)-3-methyl-quinolin-6-ylamine. According to a similar 
procedure to the one described in Example 140, Example 148 was synthesised using 
Example 147 as starting material. LC-MS (an20p10): Rt = 1.81min; MW+1 = 271; 
300MHz 1 HNMR (CDCI 3 ): 5ppm 1.38 (t, 3H); 2.34 (s, 3H); 3.62 (t, 4H). 



Example 149 




N-t2-(4-Ethyl-piperazin-1-yl)-3-methyl-quinolin-6-yl]-3-(4-trifluoromethoxy- 
phenyl)-acrylamide. According to a similar procedure to the one described in 
Example 141, Example 149 was synthesised using Example 148 as starting material. 
LC-MS (an20p10): Rt = 7.35min; MW+1 = 485. 



Example 150 

2-(2,4-Dichloro-phenoxy)-N-[2-(4-ethyl-piperazin-1-yl)-3-methyl-quinolin-6-yl]- 
acetamide. According to a similar procedure to the one described in Example 141, 
Example 150 was synthesised using Example 148 as starting material. LC-MS 
(an20p10): Rt = 7.35min; MW = 473. 



Example 151 
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N-[2-(4-Ethyl-piperazin-1-yl)-3-methyl-quinolin-6-yl]-3-phenyl-acrylamide. 

According to a similar procedure to the one described in Example 141, Example 151 
was synthesised using Example 148 as starting material. 300MHz 1 HNMR (CDCI 3 ): 
Sppm 1.18 (t, 3H); 2.44 (s, 3H); 3.62 (t, 4H); 8.28(s, 1H). 

Example 152 



N-[2-(4-Ethyl-piperazin-1-yl)-3-methyl-quinolin-6-yl]-3-p-tolyl-acrylamide. According to a 
similar procedure to the one described in Example 144, Example 151 was 
synthesised, using Example 148 as starting material. 300MHz 1 HNMR (CDCI 3 ): Sppm 
1.16 (t, 3H); 2.394 (s, 3H); 2.43 (s, 34H); 8.27(s, 1H). 

Example 153 



2-(3,4-Dichloro-phenyl)-N-[2-(4-ethyl-piperazln-1-yl)-3-methyl-quinolin-6-yl]- 
acetamide. According to a similar procedure to the one described in Example 144, 
Example 153 was synthesised using Example 148 as starting material. 300MHz 
1 HNMR (CDCI 3 ): Sppm 1.15 (t, 3H); 2.40 (s, 3H); 3.71 (s, 2H); 8.068(s, 1H). 

Example 154 



4-Ethyl-quinoline. To a cooled (-78°C) solution of lepidine (3.3ml, 25mmol) in dry THF 
(35ml) was slowly added over a period of 30 minutes, under an inert atmosphere, a 2M 
solution of LDA in heptane (15ml, 30mmol). After stirring for 1h 30minutes at -78°C, 
methyl iodide (1 .9ml, 30mmol) was added and stirring was continued at -78°C for a 
further 2 hours. The mixture was then allowed to warm up to RT over 1 hour. The 
reaction mixture was quenched by addition of sat.aq.NH 4 CI (100ml) and extracted with 
EtOAc (200ml). The organic phase was dried over MgS0 4 and concentrated in vacuo. 
The residue was purified by flash chromatography (silica, eluent: CH 2 CI 2 /MeOH: 10/0 
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to 10/1) to give Example 154(3.2g, 20.3mmol, 81%) 
MW+1 = 158. 

Example 155 



o 

I 




4-Ethyl-quinoIine-N-oxide. To a solution of Example 154(3.2g, 20.3mmol) in 
chloroform (50ml) was added meta-chloroperbenzoic acid (6.7g, 30mmol). After stirring 
for 3 hours at RT, sat.aq.Na 2 C0 3 (150ml) was added and the mixture was extracted 
with CH 2 CI 2 (200ml). The organic phase was dried over MgS0 4 and concentrated in 
vacuo. The residue was purified by chromatography (silica, eluent: CH 2 CI 2 /MeOH: 10/0 
to 10/0.5) to give Example 155 (2.1g, 12.1mmol, 61%). LC-MS (an20p15): Rt = 
7.3min; MW+1 = 174. 

Example 156 




2~Chloro-4-ethyl-quinoline. To a solution of Example 155 (2g, 1 1 .5mmol) in toluene 
(40ml) was added diisopropylethylamine (2.4ml, 13.8mmol). The mixture was then 
cooled to 0°C and phosphoryl oxychloride (5.4ml, 57.5mmol) was added at such a rate 
to keep internal temperature below 40°C. After completion, stirring was continued for a 
further 4 hours. Sat.aq.NaHCOs (100ml) was added and the mixture was extracted with 
EtOAc (2x1 00ml). The organic phases were combined, dried over MgS0 4 and 
concentrated in vacuo. The residue was chromatographed (silica, eluent: CH 2 CI 2 ) to 
give Example 156 (840mg, 4.38mmol, 38%). LC-MS (an20p15): Rt = 14.1min; MW+1 
= 192 



Example 157 




4-EthyI-2-(4-methyl-piperazin-1-yl)-quinoIine. According to a similar procedure to the 
one described in Example 138, Example 157 was synthesised using Example 156 



PCT/DK2003/000857 

. LC-MS (an20p15): Rt = 4.0min; 
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and N-methylpiperazine as starting materials. 300MHz 1 HNMR (CDCI 3 ): 8ppm 1.38 (t, 
3H); 2.38 (s, 3H); 2.58 (t, 4H); 3.0 (q, 2H); 3.79 (t, 4H); 6.87 (s, 1H). 

Example 158 



4-Ethyl~2-'(4--methyl-piperazin-1-yl)-6-nitro-quinoline. According to a similar procedure 
to the one described in Example 139, Example 158 was synthesised using Example 
157 as starting material. LC-MS (an20p15): Rt = 6.96min; MW+1 = 300. 

10 Example 159 



4-Ethyl-2-(4-methyl-piperazin-1-yl)-quinolin-6-ylamine. According to a similar 
procedure to the one described in Example 140, Example 159 was synthesised using 
Example 158 as starting material. 300MHz 1 HNMR (CDCI 3 ): Sppm 1.35 (t, 3H); 2.37 
15 (s, 3H); 2.58 (t, 4H); 2.9 (q, 2H); 3.69 (t, 4H); 6.82 (s, 1H); 7.02 (m, 2H); 7.6 (d, 1H). 

Example 160 



2-(2,4-Dichloro-phenoxy)-N-[4-et 
20 acetamide. According to a similar procedure to the one described in Example 141, 
Example 160 was synthesised using Example 159 as starting material. 300MHz 
1 HNMR (CDCI 3 ): 5ppm 1.39(t, 3H); 2.39(s, 3H); 2.59(m, 4H); 3(q, 2H); 3.78(m, 4H); 
4.67(s, 2H); 6.88(s, 1H); 6.95(d, 1H); 7.28(m, 1H); 7.5(m, 2H); 7.72(d, 1H); 8.35(s, 1H); 
8.64(s, 1H). 

25 

Example 161 



5 
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N^^N^Trimethyl-N'-quinolin^-yl-ethane-l^-dlamine. According to a similar 
procedure to the one described in Example 138, Example 161 was synthesised using 
2-chloroquinoline and N,N,N -trimethylethylenediamine as starting materials. LC-MS 
(an20p10): Rt = 3.80min; MW+1 = 230. 

Example 162 



N^^'-Trimethyl-N'-te-nitro-quinolin^-ylJ-ethane-l^-diamine. According to a 
similar procedure to the one described in Example 139, Example 162 was synthesised 
using Example 161 as starting material. 300MHz 1 HNMR (CDCI 3 ): 5ppm 2.39 (s, 6H); 
3.26 (s, 3H). 

Example 163 



N*2*-(2-Dimethylamino-ethyl)-N*2*-methyl-quinoline-2,6-diamm According to a 
similar procedure to the one described in Example 140, Example 163 was synthesised 
using Example 162 as starting material. LC-MS (an20p10): Rt = 1.55min; MW+1 = 
245; 300MHz 1 HNMR (CDCI 3 ): 5ppm 2.51 (s, 6H); 3.17 (s, 3H). 

Example 164 



N-{2-[(2-Dimethylamino-et^ 

phenyl)-acrylamide. According to a similar procedure to the one described in 
Example 141, Example 164 was synthesised using Example 163 as starting material. 
LC-MS (an20p10): Rt = 6.10min; MW+1 = 459. 

Example 165 
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2-(2,4-Dichloro-phenoxy)-N-{2-[(2-dimethylamino-ethyl)-methyl-amino]-quinoIin- 
6-yl}-acetamide. According to a similar procedure to the one described in Example 
141, Example 165 was synthesised using Example 163 as starting material. LC-MS 
(an20p10): Rt = 6.02min; MW = 447. 

Example 166 



N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-quinolin-6-yl}-3-phenyl-acrylamide. 

According to a similar procedure to the one described in Example 141, Example 166 
was synthesised using Example 163 as starting material. LC-MS (an20p10): Rt = 
4.67min; MW+1 = 375; 300MHz 1 HNMR (CDCI 3 ): 5ppm 2.36 (s, 6H); 3.21 (s, 3H); 
8.23(s, 1H). 

Example 167 



N-{2-[(2-Dimethylamino-ethyl)-methyl-amino]-quinolin-6-yl}-3-p-tolyl-acrylamide. 

According to a similar procedure to the one described in Example 144, Example 167 
was synthesised using Example 163 as starting material. LC-MS (an20p10): Rt = 
5.11min; MW+1 = 389; 300MHz 1 HNMR (CDCI 3 ): 5ppm 2.36 (s, 6H); 2.39(s, 3H); 3.21 
(s, 3H); 8.21 (s, 1H). 

Example 168 



2-(3,4-Dichloro-phenyl)-N-{2-[(2-dimethylamino-ethyl)-methyl-amino]-quinolin-6- 
yl}-acetamide. According to a similar procedure to the one described in Example 144, 
Example 168 was synthesised using Example 163 as starting material. LC-MS 
(an20p10): Rt = 5.33min; MW = 431; 300MHz 1 HNMR (CDCI 3 ): Sppm 2.36 (s, 6H); 3.20 
(s, 3H); 3.71 (s, 2H); 8.23(s, 1H). 






Example 169 
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N,N,N'-TrimethyI-NX^ According to a 

similar procedure to the one described in Example 138, Example 169 was synthesised 
using 2-chloro-3-methylquinoline and N,N,NMrimethyIethylenediamine as starting 
5 materials. LC-MS (an20p10): Rt = 6.71 min; MW+1 = 244. 

Example 170 



I 




N,N,N'-Trimethyl-N"^ According 
10 to a similar procedure to the one described in Example 139, Example 170 was 

synthesised using Example 169 as starting material. 300MHz 1 HNMR (CDCI 3 ): 8ppm 
2.35 (s, 6H); 2.49 (s, 3H); 3.17 (s, 3H). 

Example 171 



I 




N*2M2-Dimethylamlno-ethyl)-3,N*2*-dimethyl-quinoline-2,6-diamln According to 
a similar procedure to the one described in Example 140, Example 171 was 
synthesised using Example 170 as starting material. LC-MS (an20p10): Rt = 1.70min; 
MW+1 = 259. 

20 

Example 172 



i 




N-{2-[(2-DimethyIamino-ethy^ 

trifluoromethoxy-phenyl)-acrylamide. According to a similar procedure to the one 
25 described in Example 141, Example 172 was synthesised using Example 171 as 
starting material. LC-MS (an20p10): Rt = 7.34min; MW+1 = 473. 



Example 173 
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'CI 



2-(2,4-Dichloro-phenoxy)-N-{2^(2^^^ 

quinolin~6-yl}-acetamide. According to a similar procedure to the one described in 
Example 141, Example 173 was synthesised using Example 171 as starting material. 
5 LC-MS (an20p10): Rt = 6.84min; MW = 461. 

Example 174 



N-(4-Ethyl-quinolin-2-yl)-N,N , ,N"-trimethyl-ethane-1,2-diamine. According to a 
10 similar procedure to the one described in Example 138, Example 174 was synthesised 
using Example 156 and N,N,N'-trimethylethylenediamine as starting materials. 
300MHz 1 HNMR (CDCI 3 ): 5ppm 1.38 (t, 3H); 2.39 (s, 6H); 2.62 (t, 2H); 3.0 (q, 2H); 
3.237(s, 3H); 3.85 (t, 2H); 6.75 (s,1H). 

15 Example 175 



N-(4-Ethyl-6-nitro-quinolin-2^ According to 

a similar procedure to the one described in Example 139, Example 175 was 
synthesised using Example 174 as starting material. 300MHz 1 HNMR (CDCI 3 ): 5ppm 
20 1.40 (t, 3H); 2.36 (s, 6H); 2.60 (t, 2H); 3.03 (q, 2H); 3.27(s, 3H); 3.87 (t, 2H); 6.83 
(s,1H); (s,1H); 7.67 (d, 2H); 8.26 (dd, 1H); 8.74 (s, 1H). 

Example 176 




.N 





25 



N*2*~(2-Dimethylamino-ethy0 

According to a similar procedure to the one described in Example 140, Example 176 
was synthesised using Example 175 as starting material. 300MHz 1 HNMR (CDCI 3 ): 
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5ppm 1.35 (t, 3H); 2.35 (s, 6H); 2.56 (t, 2H); 2.90 (q, 2H); 3.18 (s, 3H); 3.77 (t, 2H); 
6.71 (s,1H); 7.03 (m, 2H); 7.56 (d, 1H). 

Example 177 



2-(2,4-Dichloro-phenoxy)-N-{2-[(2<U^ 

quinolin-6-yl}-acetamide. According to a similar procedure to the one described in 
Example 141, Example 177 was synthesised using Example 176 as starting material. 
300MHz 1 HNMR (CDCI 3 ): 5ppm 1.39 (t, 3H); 2.39 (s, 6H); 2.63 (q, 2H); 3.23 (s, 3H); 
10 3.83 (t, 2H); 4.68 (s, 2H); 6.78 (s, 1H); 8.62 (s; 1H). 

Example 178 



N-{2"[(2-Dimethylamino-ethyl)-methyl-amino]-4-ethyI-quinolin-6-yl}-3-(4- 
15 trifluoromethoxy-phenyI)-acrylamide. According to a similar procedure to the one 
described in Example 141, Example 178 was synthesised using Example 176 as 
starting material. 300MHz 1 HNMR (CDCI 3 ): 5ppm 1.37 (t, 3H); 2.36 (s, 6H); 2.59 (q, 
2H); 3.21 (s, 3H); 3.81 (t, 2H); 8.44 (s; 1H). 

20 Example 179 



2-(4-Pyrrolidin-1 -yl-piperidin-1 -yl)-quinoxaline. 

A mixture of 2-chloroquinoxaline (150mg, 0.9mmol) and 4-(1-pyrrolidinyl)-piperidine 
(300mg, 1.9mmol) was heated at 130°C for 2h00. After cooling, the solid residue was 
25 washed with water, filtered and dried in vacuo to give Example 179 (233mg, 

0.82mmol, 92%) which was used without further purification. LC-MS (an05p7): Rt = 
3.3min; MW+1 = 283. 

Example 180 





ox 
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o 



jar 



6-Nitro-2-(4-pyrrolidin-1-yl-piperidin-1-y[)-quinoxaline. To a solution of Example 
179 (50mg, 0.18mmol) in concentrated sulphuric acid (3ml) was dropwise added a 
solution of potassium nitrate (20mg, 0.2mmol) in concentrated sulphuric acid (1ml). 
After stirring at RT for 18h00, the mixture was poured into ice and basified to pH = 12 
with aq. NaOH. The mixture was extracted with EtOAc. The organic phase was dried 
over MgS0 4 and concentrated in vacuo to give Example 180 (58.8mg, 0.18mmol, 
100%) which was used without further purification. LC-MS (an10p8): Rt = 3.8min; 
MW+1 = 328. 

Example 181 



2-(4-PyrroIidin-1-yl-piperidin-1-yI)-quinoxalin-6-ylamine. To a solution of Example 
180 (58.8mg, 0.18mmol) in ethanol (25ml) was added a catalytic amount of Pd/C 
(10%wt). The reaction mixture was stirred for 1h00 at RT under a hydrogen 
atmosphere. The catalyst was filtered off and the filtrate was concentrated in vacuo to 
give Example 181 (53.4mg, 0.18mmol, 100%) which was used without further 
purification. LC-MS (an10p8): Rt = 4.7min; MW+1 = 298. 

Example 182 



2-(2,4-Dichloro-phenoxy)-N-[2-(4-pyrrolidin-1-yl-piperidin-1-yl)-quin 
acetamide. To a cooled (0°C) solution of Example 181 (53.4mg, 0.18mmol) in CH 2 CI 2 
(20ml), 2,4-dichlorophenoxyacetyl chloride (52mg, 0.2mmol) was added, under an inert 
atmosphere. The reaction mixture was then allowed to stir at RT overnight. The mixture 
was washed with aq. NaHC0 3 . The organic phase was dried over MgS0 4 and 
concentrated in vacuo. The residue was purified over silica gel chromatography to give 
Example 182 (30mg, 0.06mmol, 33%). LC-MS (an10p8): Rt = 4.45min; MW = 500. 
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Example 183 




F 



4*-Trifluoromethyl-biphenyl-4-carboxylic acid {2-[(2-dimethylamino-ethyl)-methyI- 
amino]-4-methyl-quinolin-6-yl}-amide. The title compound was made according to a 
procedure similar to the one described for Example 112. LC/MS (an10p8.m): Rt 5.566 
min, m/z 507.2 [MH + ]. 



Example 184 




(E)-3-(2,4-Dichloro-phenyl)-N-(4-methyl-2-plperazin-1-yl-quinolin-6-yl)-acrylamide. 

The title compound was made according to a procedure similar to the one described for 
Example 39. LCMS (an10p8.m): Rt 4.620 min, m/z 441.1 [MH + ]. 



In vitro tests of compounds according to the invention 



Receptor binding data 



Compound 


Example 


Receptor 
binding 
IC50 nM 


IP3 
IC50 
nM 


CI g-^J^N 


Example 14 


12 


72 
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H 

O f| 1^ N 


Example 47 


11 


42 










Yy^m-^V 


Example 76 


180 


135 


p> JJ 1\ JJ . M 


Example 137 


10 


63 


CI^^CI 








H 

0 Y Y IT I I 


Example 53 


22 


98 


F A F 








H / \ 


Example 62 


13 


10 










H 


Example 42 


10 


16 




Example 40 


22 
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H I I 


Example 45 


21 


190 






280 


2000 


\ / N // N 




250 


420 



In Vivo model measuring effects on food intake - The effects of test compounds on 
food intake were studied in male Sprague Dawley rats (250 g at entrance). Animals 
are single housed in conventional cages. 10 days before dosing, the animals will be 
accustomed to the reversed day night cycle (lights off 8:00 am till 20:00 pm). During 
this period, the animals will also be accustomed to the administration procedures (2 
times, 1 h before dark, water, 2 ml p.o.). They have access to food (normal rat chow) 
and water ad. lib., 24 h per day, unless otherwise stated. Test compounds are 
dissolved in lactic acid 0.01 %, with an administration volume of 10 ml/kg. 
24 h before the test, food is taken away from the animals, (i.e. just before lights off ). 
At the test day, the animals are given with the test compound orally 1 h prior to lights 
off. At lights off, the animals are given food again. Food and water intake are 
registered hourly over the first 3 hours at 6 h, and at 24 h after re-access to food. The 
animals are randomly assigned to the groups after weighing at the test day. The control 
group is given the vehicle of 0.01 % lactic acid. The compounds are given in doses 
between 5 and 50 mg/kg. Results are analyzed by one-way ANOVA followed by post 
hoc Bonferroni test. 

Figures 1 and 2 show the effect on food intake after oral administration of compounds 
in Example 4 (550), Example 80 (672) and Example 81 (676). 
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CLAIMS 

1. Use of a compound with the following structure (Formula 1a) 




wherein the quinoline moiety may contain more than one nitrogen atom such as, e.g. 2 
or 3 nitrogen atoms, 

10 and wherein -A- is a linker, which is selected from the group consisting of 




r i t r T 

R7 R7 R7 R7 R7 R7 

° R7 O r/O O 




O R7 R7 R7 R7 f^ 7 



rsi ^ isi rsi ^ rvj n 

R7 R7 R7 R7 R7 R7 



R7 O 



b R7 R7 O 6 R7 R7 

^ N Y^ ^r%" 



n' TV T n T T 



R7 



R7 R7 R7 6 R7 R7 



O R7 R7 R7 

O R7 O o O O O O O R7 o O 
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5 




in which B is defined below, and, wherein the linker may be attached via either of the 
two free bonds to the B group; 

10 

and Y being CHR7, O, S, NR7; 

and R7 is the same or different and is hydrogen or a straight or branched C^C 4 alkyl or 
alkenyl group; R7 can be linked direct or via hetero atoms to B or the quinoline ring 
1 5 system when chemically feasible; 

and X being nitrogen, carbon, oxygen or sulphur and X being restricted to nitrogen or 
carbon when X linked to R2 as indicated in formula la; 

20 B is an aryl or heteroaryl group such as, e.g. phenyl, pyridine, pyrimidine, pyrazine, 
thiophene, oxazole, isothiazole, pyrazole, pyrrole, imidazole, indole, benzimidazole, 
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quinoline, isoquinoline, furan, benzofuran, benzothiophene, benzothiazole, indazole, 
thiazole, isoxazole, oxadiazoie, indan; 

R1 and R2 are the same or different selected from hydrogen, straight or branched 
5 alkyl, alkenyl or alkynyl groups with 1-6 carbon atoms; cycloalkyl groups with 3-7 
carbons; alkylcycloalkyl with 4-8 carbons atoms; alkylaryl groups such as benzyl, 2- 
ethylphenyl, 3-propylphenyl; alkylheteroaryl groups; the alkyl, aryl and heteroaryl 
groups may be substituted with substituents such as Alk-CONH-, Alk-O-, HO-, NC-, 
AlkNH-, Alk 2 N-, -CONH 2 , -CONHAlk, -CONAIk 2 , or the aryl and heteroaryl groups fused 
10 with moieties such as -0-CH 2 -0-, -N=CH-NH-, -0-CH=N-; R2 may be further 
substituted with one or more R4 groups in any position; 

Alk is the same or a different alkyl, alkenyl or alkynyl group; 

15 R4 is the same or different and is hydrogen or a straight or branched C^-C 4 alkyl group; 
and may be substituted with one or two C1-C4 alkyl groups; 

R3 may be selected from hydrogen, alkyl, alkenyl or alkynyl groups, halogen atoms, 
alkoxy groups (AlkO-), hydroxy, alkylamino groups (AlkNH-), dialkylamino groups 
20 (Alk 2 N-), hydroxylalkyl groups, carboxamido groups (-CONH 2 , -CONHAlk, -CONAIk 2 ), 
acylamido groups (-NHCO-Alk), acyl groups (-CO-Alk), -CHO, nitrile, -SCH 3 , partially or 
fully fluorinated alkyl, alkoxy or thioalkoxy groups such as -CH 2 CF 3 , -CF 2 CF 3 , -CF 3 , - 
OCF 3 , -SCF 3 ; -S0 2 NH 2 , -S0 2 NHAIk, -S0 2 NAIk 2 , -S0 2 Alk; 

25 R1 , R2, R3 or R4 may optionally be linked to each other, or to the carbon chain linking 
the two nitrogen atoms, when possible; and O or NR1 may be inserted in the chain or 
ring in a chemically stable position; R4 may optionally be linked to X; 

R5 is hydrogen, halogen atoms, alkyl, alkenyl or alkynyl groups, cycloalkyl groups with 
30 3-7 carbons, aryl groups (Ar), heteroaryl groups, heterocyclyl groups, alkylcycloalkyl 
groups, alkylaryl groups, alkylheterocyclyl groups, alkylheteroaryl groups, arylalkoxy 
groups (e.g. ArCH 2 0-), aryloxy groups (ArO-), arylamino groups (Ar-NR7-, ArNH-), 
arylalkylamino groups (ArAlkNH-, ArAlkNR7-, ArCH 2 NR7-, ArCH 2 NH-), alkoxy groups 
(AlkO-), alkylamino groups (AlkNH-), dialkylamino groups (Alk 2 N-), -CONH 2 , - 
35 CONHAlk, -CONHAr -CONAIk 2 , -NHCO-Alk, -NHCO-Ar, -CO-Alk, -CO-Ar, -CF 2 -Ar, - 
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N(CF 3 ) 2 , -SCH 3 , partially or fully fluorinated alkyl, alkoxy or thioalkoxy groups such as - 
CH 2 CF 3 , -CF 2 CF 3 , -CF 3 , -OCF 3 , -SCF 3 ; 



optionally, one or more R5 may be present on B; and 

5 

n is 0, 1 , 2 or 3 with the proviso that 
when n is 0 or 1 then X is C and 
when n is 2 or 3, then X is C, O, S or N 



10 for the preparation of a pharmaceutical composition for the treatment, prophylaxis 
and/or diagnosis of a condition caused by or involving a melanin-concentration 
hormone. 



15 



2. Use according to claim 1 , wherein the nitrogen-containing chain has the structure: 



R2 

l 



*R1 

R4 

wherein X, R1 , R2, R4 and n are as defined in claim 1. 



3. Use according to any of the preceding claims, wherein the nitrogen-containing chain 
20 has the structure: 




and the quinoline moiety has one of the following structures: 
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R3 



wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 
4. Use according to claim 1 , wherein the nitrogen-containing chain has the structure: 




R4 

wherein X, R1, R2, R4 and n are as defined in claim 1. 

5. Use according to claim 4, wherein the nitrogen-containing chain has the structure: 




R4 



and the quinoline moiety has one of the following structures: 
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■ - JL 
A N R3 








*A N 




R3 



wherein A, B, R1 , R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

6. Use according to claims 1 or 4, wherein the nitrogen-containing chain has the 
10 structure: 



(^ R2 -N- R1 
R4 



wherein X, R1 , R2 and R4 are as defined in claim 1 . 



15 7. Use according to claim 6, wherein the nitrogen-containing chain has the structure: 
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and the quinoline moiety has one of the following structures: 




R3 

wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

8. Use according to claim 6, wherein the nitrogen-containing chain has the structure: 




wherein X, R1 and R4 are as defined in claim 1 . 



WO 2004/052370 



PCT/DK2003/000857 



177 



9. Use according to claim 8, wherein the nitrogen-containing chain has the structure: 

R4 



R4 





.R1 



R4 



R4 



and the quinoline moiety has one of the following structures: 




"A' 




N^R3 



-A 




-A' 







-X. 



j,N 
-A' 




V 

N 



R3 



N 



*A' N 




R3 



wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 



10. Use according to claim 1, wherein the nitrogen-containing chain has the structure: 

,R1 



-R4 



R4 
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wherein X, R1 and R4 are as defined in claim 1 and m is 1 or 2. 



11. Use according to claim 10, wherein the nitrogen-containing chain has the structure: 



,R1 



-R4 



R4 



and the quinoline moiety has one of the following structures: 




*A' 





R3 




X 

N R3 



-A' 





-A A N^Y N 




wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1, and m is 1 
or 2. 



12. Use according to claim 1, wherein the nitrogen-containing chain has the structure: 



WO 2004/052370 



179 



PCT/DK2003/000857 



R1 
R2 



wherein X, R1 , R2, R4 and n are as defined in claim 1 . 



13. Use according to claim 12, wherein the nitrogen-containing chain has the structure: 



R1 



R4 



R2 



and the quinoline moiety has one of the following structures: 

i 
i 




"A' 




N^R3 







10 




N A N 



.N 

i 





R3 



NL ,X^ 
N 



R3 



wherein A, B, R1 , R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 



14. Use according to any of claims 12-13, wherein the nitrogen-containing chain has 
15 the structure: 
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wherein X, R1 , R2 and R4 are as defined in claim 1 . 

15. Use according to any of claims 12-14, wherein the nitrogen-containing chain has 
the structure: 




and the quinoline moiety has one of the following structures: 




R3 



WO 2004/052370 



PCT/DK2003/000857 



181 

wherein A, B, R1 , R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1 . 



16. Use according to claim 12, wherein the nitrogen-containing chain has the structure: 

R4 

wherein X, R1, R2 and R4 are as defined in claim 1 and m is 1 or 2. 



17. Use according to claim 12, wherein the nitrogen-containing chain has the structure: 



R4 

and the quinoline moiety has one of the following structures: 





X 



N R3 






fYY ' 



R3 
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'A' N 




R3 



wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1 and m is 1 
or 2. 



18. Use according to claim 12, wherein the nitrogen-containing chain has the structure: 

R4-. 



R4 R1 




R2 



R4 



R4 



wherein X, R1 , R2 and R4 are as defined in claim 1 . 



19. Use according to claim 12, wherein the nitrogen-containing chain has the structure: 

R4 R1 

R4-^J\.N- 



R2 
R4 



and the quinoline moiety has one of the following structures: 

i 
i 





1 ' 

N R3 
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wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

5 20. Use according to any of the preceding claims, wherein A is selected from the group 
consisting of: 




10 21. Use according to claim 20, wherein A has the structure 




R7 R7 



and the nitrogen-containing chain has the structure: 



R2 

R4 

15 wherein B, R1 , R2, R3, R4, R5, R7, X and n are as defined in claim 1 . 




22. Use according to claim 21, wherein the compound has one of the following 
structures: 




wherein B, R1, R2, R3, R4, R5, R7, X and n are as defined in claim 1. 



10 23. Use according to claim 22, wherein the compound has one of the following 
structures: 
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R7 O 



R5. 




N 
I 

R7 R7 




N 



,R1 



N 



R3 



wherein B, R1, R2, R3, R4, R5 and R7 are as defined in claim 1. 

24. Use according to claim 1, wherein A has the structure 

o 




r 

R7 R7 



and the nitrogen-containing chain has the structure: 



R2 



R4 



R1 



25. Use according to claim 24 wherein the compound has one of the following 
structures: 




RS^Y 



.N R4 



R7 R7 




wherein B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 



26. Use according to claim 25, wherein the compound has one of the following 
structures: 




R7 R7 



wherein B, R1, R2, R3, R4, R5, Y and R7 are as defined in claim 1. 



WO 2004/052370 PCT/DK2003/000857 

187 

27. Use according to claim 1 , wherein A has the structure 




R7 R7 



and the nitrogen-containing chain has the structure: 




28. Use according to claim 27, wherein the compound has one of the following 
structures: 




R7 R7 R3 
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R7 R7 R3 



wherein B, R1, R2, R3, R4, R5, R7, X and n are as defined in claim 1. 

29. Use according to claim 28, wherein the compound has one of the following 
structures: 




R7 R7 



wherein B, R1, R2, R3, R4, R5 and R7 are as defined in claim 1. 
30. Use according to claim 1 , wherein A has the structure 

R7 R7 

and the nitrogen-containing chain has the structure: 
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31. Use according to claim 30, wherein the compound has one of the following 
structures: 




wherein B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 
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32. Use according to claim 31 , wherein the compound has one of the following 
structures: 




R7 R7 R3 



wherein B, R1 , R2, R3, R4, R5, R7 and Y are as defined in claim 1 . 

33. Use according to any of the preceding claims, wherein X is N. 

10 

34. Use according to any of the preceding claims, wherein R3 is methyl. 

35. Use according to any of the preceding claims, wherein R7 is hydrogen. 
15 36. Use according to any of the preceding claims, wherein R4 is hydrogen 

37. Use according to any of the preceding claims, wherein R1 is hydrogen or a lower 
straight, branched or cyclic alkyl group with 1-6 carbon atoms such as, e.g., methyl, 
ethyl, propyl, butyl, isopropyl, isobutyl, cyclopentyl, which may be substituted with OH. 

20 

38. Use according to claim 37, wherein R1 is hydrogen, methyl, ethyl, propyl, iso- 
propyl, butyl, iso-butyl, sec-butyl, tert-butyl or 2-hydroxyethyl. 



25 



39. Use according to claim 38, wherein R1 is methyl, ethyl or 2-hydroxyethyl. 

40. Use according to any of the preceding claims, wherein Y is oxygen. 
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41. Use according to any of the preceding claims, wherein B is phenyl or pyridine. 

42. Use according to any of the preceding claims, wherein R5 is halogen atoms, alkyl 
or alkenyl groups, cycloalkyl groups with 3-7 carbons, heterocyclyl groups, 

5 alkylcycloalkyl groups, alkoxy groups (AlkO-), alkylamino groups (AlkNH-), dialkylamino 
groups (Alk 2 N-), -CONHAlk, -CONAIk 2 , -NHCO-Alk, -CO-Alk, -N(CF 3 ) 2 , -SCH 3 , partially 
or fully fluorinated alkyl, alkoxy or thioalkoxy groups such as -CH 2 CF 3 , -CF 2 CF 3 , -CF 3 , - 
OCF 3 , -SCF 3 

10 43. Use according to claim 42, wherein R5 is halogen atoms, alkyl groups, -SCH 3 , 
partially or fully fluorinated alkyl, alkoxy or thioalkoxy groups such as -CH 2 CF 3 , - 
CF 2 CF 3 , -CF 3 , -OCF 3 , -SCF 3 . 

44. Use according to any of the preceding claims, wherein the compound is in 
15 amorphous or crystalline form. 

45. Use according to any of the preceding claims, wherein the compound is in racemic 
or enantiomeric form. 

20 46. Use according to any of the preceding claims, wherein the compound is in the form 
of a physiologically acceptable salt, complex, solvate or prodrug thereof. 

47. Use according to any the preceding claims for the preparation of a composition for 
preventing or treating diseases caused by or involving a melanin-concentrating 

25 hormone. 

48. Use according to any of the preceding claims for the preparation of a composition 
for modulating the activity of a MCH receptor. 

30 49. Use according to any of the preceding claims for the preparation of a composition 
that has antagonistic activity against a MCH receptor. 

50. Use according to any claims 1-48 for the preparation of a composition that has 
agonistic, inverse agonistic or allosteric activity against a MCH receptor. 

35 
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51. Use according to any of the preceding claims, wherein the MCH receptor has at 
least about 80% such as, e.g. at least about 85% or at least about 90% homology to 
the amino acid sequence CTLITAMDAN or CTIITSLDTC 

52. Use according to any of the preceding claims, wherein the MCH receptor 
comprises the amino acid sequence CTLITAMDAN or CTIITSLDTC. 

53. Use according to any of the preceding claims, wherein the MCH receptor is a 
MCH1 or MCH2 receptor. 

54. Use according to any of the preceding claims, wherein the MCH receptor is a 
MCH1 receptor. 

55. Use according to any of the preceding claims, wherein the MCH receptor is a 
mammalian receptor such as human receptor. 

56. Use according to any of the preceding claims for the preparation of a composition 
for preventing or treating feeding disorders. 

57. Use according to any of claims 1-48 or 50-56 for the preparation of a composition 
for reducing body mass. 

58. Use according to any of claims 1-48 or 50-57 for the preparation of a composition 
for preventing or treating Syndrome X (metabolic syndrome), or any combination of 
obesity, insulin resistance, dyslipidemia, impaired glucose tolerance and hypertension. 

59. Use according to any of claims 1-48 or 50-58 for the preparation of a composition 
for preventing or treating Type II diabetes or Non Insulin Dependent Diabetes Mellitus 
(NIDDM). 

60. Use according to any of claims 1-48 or 50-59 for the preparation of a composition 
for preventing or treating bulimia, obesity and/or bulimia nervosa. 

61 . Use according to any of claims 1-60, for the preparation of a composition which is 
an antidepressant and/or anti-anxiety agent. 
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62. A compound with the following structure (Formula 2a) 



PCT/DK2003/000857 




5 wherein the quinoline moiety contains more than one nitrogen atom such as, e.g. 2 or 3 
nitrogen atoms, and X, Y, R7, R5, B, A, R6, R3, R4, R2 and R1 are as defined in claim 
1. 

63. A compound according to claim 62, wherein the nitrogen-containing chain has the 
10 structure: 

R2 

R4 

wherein X, R1 , R2, R4 and n are as defined in claim 1 . 

15 64. A compound according to claim 63, wherein the nitrogen-containing chain has the 
structure: 




20 and the quinoline moiety has one of the following structures: 
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R3 



5 wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

65. A compound according to claim 62, wherein the nitrogen-containing chain has the 
structure: 




R4 

10 

wherein X, R1, R2, R4 and n are as defined in claim 1. 

66. A compound according to claim 65, wherein the nitrogen-containing chain has the 
structure: 

15 




R4 



and the quinoline moiety has one of the following structures: 
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wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

67. A compound according to any of claims 65-66, wherein the nitrogen-containing 
10 chain has the structure: 




wherein X, R1, R2 and R4 are as defined in claim 1. 

15 68. A compound according to claim 67, wherein the nitrogen-containing chain has the 
structure: 
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and the quinoline moiety has one of the following structures: 



5 




R3 



10 wherein A, B, R1 , R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1 . 

69. A compound according to any of claims 65-68, wherein the nitrogen-containing 
chain has the structure: 
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wherein X, Rl and R4 are as defined in claim 1 . 



70. A compound according to claim 69, wherein the nitrogen-containing chain has the 
structure: 



84 



R4 





.R1 



R4 



R4 



and the quinoline moiety has one of the following structures: 




FsL .X. 



R3 




.NL .N. ,X,, 



NL J\L .X. 






N 



R3 



N 




R3 



wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 
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71. A compound according to claim 62, wherein the nitrogen-containing chain has the 
structure: 

,R1 



^R4 



R4 



5 wherein X, R1 and R4 are as defined in claim 1 and m is 1 or 2. 

72. A compound according to claim 71, wherein the nitrogen-containing chain has the 
structure: 

„R1 



6l? 



-R4 



R4 



10 and the quinoline moiety has one of the following structures: 



-a' N R3 








N 



N 




Y 
N 



R3 



15 



-A N 




R3 
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wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim land m is 1 
or 2. 

73. A compound according to claim 62, wherein the nitrogen-containing chain has the 
structure: 



R4 



R1 
R2 



wherein R1 , R2, R4, X and n are as defined in claim 1 . 

74. A compound according to claim 73, wherein the nitrogen-containing chain has the 
structure: 



R1 
R2 



and the quinoline moiety has one of the following structures: 




N^R3 



-A' 



R3 




'A' 



Vv N 



R3 





, Y .x. 

N 



R3 



*A'' "*N 




NL .X. 

Y 

N 



R3 
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~A N 




R3 



wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

75. A compound according to any of claims 73-74, wherein the nitrogen-containing 
chain has the structure: 

R1 



R4 



wherein X, R1 , R2 and R4 are as defined in claim 1 . 



76. A compound according to any of claims 73-74, wherein the nitrogen-containing 
chain has the structure: 



R1 
I 



*R2 



and the quinoline moiety has one of the following structures: 



"A' 




X 



N R3 
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R3 



wherein A, B, Rl, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

77. A compound according to claim 62, wherein the nitrogen-containing chain has the 
structure: 




wherein X, R1 , R2 and R4 are as defined in claim 1 and m is 1 or 2. 

78. A compound according to claim 77, wherein the nitrogen-containing chain has the 
structure: 

R1 




R4 

and the quinoline moiety has one of the following structures: 
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R3 

wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1 and m is 1 
5 or 2. 

79. A compound according to any of claims 73-78, wherein the nitrogen-containing 
chain has the structure: 




10 wherein X, R1 , R2 and R4 are as defined in claim 1. 

80. A compound according to any of claims 73-79, wherein the nitrogen-containing 
chain has the structure: 




15 

and the quinoline moiety has one of the following structures: 
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5 R3 

wherein A, B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

81 . A compound according to any of claims 62-80, wherein A is selected from the 
group consisting of: 

10 




wherein R7 and Y are as defined in claim 1 . 

82. A compound according to claim 62, wherein A has the structure 

R7 o 

R7 R7 

and the nitrogen-containing chain has the structure: 
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R4 

wherein R1 , R2, R4, R7, X and n are as defined in claim 1. 

5 83. A compound according to claim 82, wherein the compound has one of the following 
structures: 



10 




wherein X, B, R1, R2, R3, R4, R5, R7 and n are as defined in claim 1. 

84. A compound according to claim 83, wherein the compound has the following 
15 structure: 
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R7 R7 R3 



wherein B, R1, R2, R3, R4, R5 and R7 are as defined in claim 1. 
5 85. A compound according to claim 62, wherein A has the structure 

R7 R7 

and the nitrogen-containing chain has the structure: 

R4 

10 wherein R1 , R2, R4, R7, Y, X and n are as defined in claim 1 . 

86. A compound according to claim 85 wherein the compound has one of the following 
structures: 




R7 R7 



5 



15 
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R7 R7 



f 2 



R7 R7 

wherein B, R1 , R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1 . 

87. A compound according to claim 86, wherein the compound has the following 
structure: 

.R1 




R7 R7 



10 wherein B, R1, R2, R3, R4, R5, Y and R7 are as defined in claim 1. 
88. A compound according to claim 62 wherein A has the structure: 

R7 




v 

R7 R7 

and the nitrogen-containing chain has the structure: 



R4 " XR2 



wherein X, n, R1 , R2, R4, Y and R7 are as defined in claim 1 . 

89. A compound according to claim 88, wherein the compound has one of the following 
20 structures: 
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R7 R7 



wherein X, B, R1, R2, R3, R4, R5, R7 and n are as defined in claim 1. 

90. A compound according to claim 89, wherein the compound has the following 
structure: 




R7 R7 R3 



wherein B, R1, R2, R3, R4, R5 and R7 are as defined in claim 1. 
91 . A compound according to claim 62, wherein A has the structure: 

R7 R7 

and the nitrogen-containing chain has the structure: 
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wherein X, Y, R1 , R2, R4 and R7 are as defined in claim 1 . 

92. A compound according to claim 90, wherein the compound has one of the following 
structures: 




R7 R7 



wherein B, R1, R2, R3, R4, R5, R7, Y, X and n are as defined in claim 1. 

93. A compound according to claim 92, wherein the compound has the following 
structure: 
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R7 R7 R3 



wherein B, R1, R2, R3, R4, R5, R7 and Y are as defined in claim 1. 
5 94. A compound according to any of claims 62-93, wherein X is N. 

95. A compound according to any of claims 62-94, wherein R3 is methyl. 

96. A compound according to any of claims 62-95, wherein R7 is hydrogen. 

10 

97. A compound according to any of claims 62-96, wherein R4 is hydrogen 

98. A compound according to any of claims 62-97, wherein R1 is hydrogen or a lower 
straight, branched or cyclic alkyl group with 1-6 carbon atoms such as, e.g., methyl, 

15 ethyl, propyl, butyl, isopropyl, isobutyl, cyclopentyl, which may be substituted with OH. 

99. A compound according to claim 98, wherein R1 is hydrogen, methyl, ethyl, propyl, 
iso-propyl, butyl, iso-butyl, sec-butyl, tert-butyl or 2-hydroxyethyl. 

20 100. A compound according to claim 99, wherein R1 is methyl, ethyl or 2-hydroxyethyl. 

101 . A compound according to any of claims 62-100, wherein Y is oxygen. 

102. A compound according to any of claims 62-101, wherein B is phenyl or pyridine. 

25 

103. A compound according to any of claims 62-102, wherein R5 is halogen atoms, 
alkyl or alkenyl groups, cycloalkyl groups with 3-7 carbons, heterocyclyl groups, 
alkylcycloalkyl groups, alkoxy groups (AlkO), alkylamino groups (AlkNH-), dialkylamino 
groups (Alk 2 N-), -CONHAlk, -CONAIk 2 , -NHCO-Alk, -CO-Alk, -N(CF 3 ) 2 , -SCH 3) partially 

30 or fully fluorinated alkyl, alkoxy or thioalkoxy groups such as -CH 2 CF 3 , -CF 2 CF 3 , -CF 3 , - 
OCF 3 , -SCF 3 
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104. A compound according to claim 103, wherein R5 is halogen atoms, alkyl groups, - 
SCH 3 , partially or fully fluorinated alkyl, alkoxy or thioalkoxy groups such as ~CH 2 CF 3 , - 
CF 2 CF 3 , -CF 3 , -OCF 3 , -SCF 3 . 

5 105. A compound according to any of claims 62-104, which is in amorphous or 
crystalline form. 

106. A compound according to any of claims 62-105, which is in racemic or 
enantiomeric form. 

10 

107. A compound according to any of claims 62-106, which is in the form of a 
physiologically acceptable salt, complex, solvate or prodrug thereof. 

108. A compound according to any of claims 62-106 for use in medicine. 

15 

109. A compound according to any of claims 62-108 for preventing or treating diseases 
caused by or involving a melanin-concentrating hormone. 

1 10. A compound according to any of claims 62-109 for modulating the activity of a 
20 MCH receptor. 

1 1 1 . A compound according to any of claims 62-1 10 that has antagonistic activity 
against a MCH receptor. 

25 1 1 2. A compound according to any of claims 62-1 1 0 that exhibits agonistic, inverse 
agonistic or allosteric activity against a MCH receptor. 

1 13. A compound according to any of claims 62-1 12, wherein the MCH receptor has at 
least about 80% such as, e.g. at least about 85% or at least about 90% homology to 

30 the amino acid sequence CTLITAMDAN or CTIITSLDTC 

1 14. A compound according to any of claims 62-1 12, wherein the MCH receptor 
comprises the amino acid sequence CTLITAMDAN or CTIITSLDTC. 

35 1 15. A compound according to any of claims 62-1 12, wherein the MCH receptor is a 
MCH1 or MCH2 receptor. 
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1 16. A compound according to any of claims 62-1 15, wherein the MCH receptor is a 
MCH1 receptor. 

5 1 17. A compound according to any of claims 62-106, wherein the MCH receptor is a 
mammalian receptor such as human receptor. 

118. Use of a compound according to any of claims 62-1 17 for the preparation of a 
composition for preventing or treating feeding disorders. 

0 

119. Use of a compound according to any of claims 62-1 1 0 or 1 1 2-1 1 8 for the 
preparation of a composition for reducing body mass. 



1 20. Use of a compound according to any of claims 62-1 1 0 or 1 1 2-1 1 9 for the 
1 5 preparation of a composition for preventing or treating Syndrome X (metabolic 

syndrome), or any combination of obesity, insulin resistance, dyslipidemia, impaired 
glucose tolerance and hypertension. 



121 . Use of a compound according to any of claims 62-1 10 or 1 12-120 for the 

20 preparation of a composition for preventing or treating Type II diabetes or Non Insulin 
Dependent Diabetes Mellitus (NIDDM). 

122. Use of a compound according to any of claims 62-1 10 or 1 12-121 for the 
preparation of a composition for preventing or treating bulimia, obesity and/or bulimia 

25 nervosa. 



123. A compound according to any of claims 62-122, for the preparation of a 
composition which is an antidepressant and/or anti-anxiety agent. 

30 124. A cosmetic method for reducing overweight and/or for treating of and/or 

preventing overweight, bulimia, bulimia nervosa, obesity and/or complications thereto, 
the method comprising administering to an animal such as, e.g. a human in need 
thereof, an effective amount of a compound defined in any of claims 1-48, 50-1 10 or 
111-122. 



35 
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125. A method for the treatment and/or prophylaxis of diseases caused by a melanin- 
concentrating hormone, the method comprising administering to a mammal in need 
thereof an efficient amount of a compound defined in any of claims 1-46 or 62-107. 

5 126. A method for the treatment and/or prophylaxis of diseases caused by feeding 
disorders, the method comprising administering to a mammal in need thereof an 
efficient amount of a compound defined in any of claims 1-46 or 62-107. 

127. A method for modifying the feeding behaviour of a mammal, the method 
10 comprising administering to a mammal in need thereof an efficient amount of a 

compound defined in any of claims 1-46 or 62-107. 

128. A method for the reduction of body mass, the method comprising administering to 
a mammal in need thereof an efficient amount of a compound defined in any of claims 

15 1-48, 50-110 or 111-122. 

129. A method for the treatment and/or prophylaxis of Syndrome X (metabolic 
syndrome) or any combination of obesity, insulin resistance, dyslipidemia, impaired 
glucose tolerance and hypertension, the method comprising administering to a 

20 mammal in need thereof an efficient amount of a compound defined in any of claims 1- 
48, 50-110 or 111-122. 

130. A method for the treatment and/or prophylaxis of Type II diabetes or Non Insulin 
Dependent Diabetes Mellitus (NIDDM), the method comprising administering to a 

25 mammal in need thereof an efficient amount of a compound defined in any of claims 1- 
48, 50-110 or 111-122. 

131 . A method for the treatment and/or prophylaxis of bulimia, bulimia nervosa and/or 
obesity, the method comprising administering to a mammal in need thereof an efficient 

30 amount of a compound defined in any of claims 1-48, 50-1 10 or 1 1 1-122. 

132. A method for the treatment and/or prophylaxis of depression and/or anxiety, the 
method comprising administering to a mammal in need thereof an efficient amount of a 
compound defined in any of claims 1-46 or 62-107. 

35 
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133. A pharmaceutical composition comprising a compound as defined in any of claims 
1-46 or 62-107, together with one or more physiologically acceptable excipients. 

134. A pharmaceutical composition according to claim 133, wherein the compound is 
5 present in the form of a physiologically acceptable salt such as a salt formed between 

the compound and an inorganic acid such as e.g., a hydrochloride, a hydrobromide, a 
hydroiodide, a nitrate, a nitrite, a H 3 P0 3 salt, a H 3 P0 4 salt, a H 2 S0 3 salt, a sulfate, a 
H 2 S0 5 salt, or a salt formed between the compound and an organic acid such as 
organic acids like e.g. H 2 C0 3 , acetic acid, C 2 H 5 COOH, C 3 H 7 COOH, C 4 H 9 COOH, longer 
10 saturated or unsaturated fatty acids, (COOH) 2 , CH 2 (COOH) 2 , C 2 H 4 (COOH) 2 , 

C 3 H 6 (COOH) 2 , C 4 H 8 (COOH) 2 , C 5 H 10 (COOH) 2 , fumaric acid, maleic acid, malic acid, 
lactic acid, citric acid, tartaric acid, ascorbic acid, benzoic acid, salicylic acid, phthalic 
acid, palmoic acid, trifluoroacetic acid, p-toluenesulfonic acid, methanesulfonic acid. 

15 135. A pharmaceutical composition according to claim 133 or 134 for enteral and/or 
parenteral use. 

136. A pharmaceutical composition according to claim 133 or 134 for oral, buccal, 
rectal, nasal, topical, vaginal or ocular use. 

20 

137. A pharmaceutical composition according to any of claims 133-136 in the form of a 
solid, semi-solid or fluid composition. 

138. A pharmaceutical composition according to claim 137 in solid form, wherein the 
25 composition is in the form of tablets such as, e.g. conventional tablets, effervescent 

tablets, coated tablets, melt tablets or sublingual tablets, pellets, powders, granules, or 
particulate material. 



139. A pharmaceutical composition according to claim 137 in semi-solid form, wherein 
30 the composition is in the form of a chewing gum, an ointment, a cream, a liniment, a 
paste, a gel or a hydrogel. 



35 



140. A pharmaceutical composition according to claim 137 in fluid form, wherein the 
composition is in the form of a solution, an emulsion, a suspension, a dispersion, a 
liposomal composition, a spray, a mixture, or a syrup. 
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141. A pharmaceutical composition according to any of claims 133-140 comprising a 
therapeutically effective amount of a compound according to claims 1-46 or 62-107. 

142. A pharmaceutical composition according to claim 141 , wherein the amount is from 
5 about 0.001 mg to about 1 g such as, e.g. from about 0.005 to about 750 mg, from 

about 0.01 to about 500 mg, from about 0.05 to about 500 mg, from about 0.1 to about 
250 mg, from about 0.1 to about 100 mg or from about 0.5 to about 50 mg. 



10 
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